V 



2>&an% 



(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT) 

oiinuiniiouiyiiiiiiu 



(19) Worid Intellectual Property 
Organization 

International Bureau 



(43) International Publication Date 
8 July 2004 (08.07^004) 




(10) International Publication Number 

PCT WO 2004/056786 A2 



(51) International Patent Classification 7 : C07D 239/00 

(21) International Application Number: 

PCT/IB2003/006O55 

(22) International Filing Date: 

17 December 2003 (17.12.2003) 



English 



(25) Filing Language! 

(26) Publication Language: 

(30) Priority Data: 

60/435,670 20 December 2002 (20.12.2002) US 

(71) Applicant (for ail designated States except US): PFIZER 
PRODUCTS INC. (US/US); Eastern Point Road, Groton, 
| CT 06340 (US). 

! (72) Inventors; and 

! (75) Inventors/Applicants (for US only): KATH, John, 
Charles (US/US]; Pfizer Olobal Research and Devel- 
opment, Eastern Point Road, Oroton, CT 06340 (US). 
LUZZIO, Michael, Joseph [US/US]; Pfizer Global 
Research and Development, Eastern Point Road, Groton, 
CT 06340 (US). 



(74) Agents: LUMB, J., Trevor et al.; c/o Wood, David, 
J., Pfizer Global Research and Development, UK Patent 
Department, Ramsgate Road, Sandwich, Kent CT13 9NJ 
(OB). 

(81) Designated States (national)*. AB, AG, AL, AM, AT, AU^ 
AZ, BA, BB, BO, BR, B W, BY, BZ, CA, CH, CN, CO, CR, 
CU, CZ, DE, DK, DM, DZ^EC, EE, EG, ES t FI, GB. GD, 
GB, GH, GM, HR, HU, ID, ILTin'IS, JP, KE, KG, KP, KR, 
KZ, LC, LK, LR, LS, LT, LU, LV, MA, MD. MG, MK, MN, 
MW, MX, MZ, NI, NO. NZ, OM, PG, PH, PL, PT, RO, RU, 
SC, SD, SB. SO, SK. SL, S Y. TJ. TM, TN, TR, TT, TZ, UA, 
UG, US, UZ, VC, VN. YU, ZA t ZM, ZW. 

(84) Designated States (regional): ARIPO patent (BW, GH, 
GM, KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZM, ZW), 
Eorasian patent (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM), 
European patent (AT, BE, BG, CH, CY, CZ, DE, DK, EE, 
ES, FI, FR, GB, GR, HU, IE, IT, LU, MC, NL, PT, RO, SE, 
SI, SK, TR), OAPI patent (BF, BJ, CF, CG, CI, CM, OA, 
GN, GQ, G W, ML, MR, NE, SN. TD, TG). 

Published: 

— without international search report and to be republished 
upon receipt of that report 

For two-letter codes and other abbreviations, refer to the "Guid- 
ance Notes on Codes and Abbreviations* appearing at the begin- 
ning of each regular issue of the PCT Gazette, 



CD 

rn 

I 

CD 

r~ 
m 

§ 



< 

00 



O Title: COMPOUNDS FOR THE TREATMENT OF ABNORMAL CELL GROWTH 

0*** (57) Abstract Theinvemion relates tocompoundsortheforraiilaW 
thereof, wherem R 1 , R J . R>. R*. R 5 . n. A and B are as defined herein. The invention also relates to methods of treating abnormal cell 
^ growth in mammals by administering the compounds of formula (1) and to pharmaceutical compositions for treating such disorders 
which contain the compounds of formula (1). The inveniion also relates to methods of preparing the compounds of formula (1) 
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PYRIMIDINE DERIVATIVES FOR THE TREATMENT 
OF ABNORMAL CELL GROWTH 
Background of the Invention 
This invention relates to novel pyrimidine derivatives that are useful in the treatment of 
5 abnormal cell growth, such as cancer, in mammals. This Inventton also relates to a method of 
using such compounds in the treatment of abnormal cell growth In mammals, especially 
humans, and to pharmaceutical compositions containing such compounds. 

Ills known that a cell may become cancerous by virtue of the transformation of a portion 
of its DNA into an oncogene (L&. a gene which, on activation, leads to the formation of malignant 
10 tumor cells). Many oncogenes encode proteins that are aberrant tyrosine kinases capable of 
causing ceO transformation. Alternatively, the overescpression of a normal proto-oncogenic 
tyrosine kinase may also result in proliferative disorders, sometimes resulting in a malignant 
phenotype. 

Receptor tyrosine kinases are enzymes which span the ceti membrane and possess an 

15 extracellular binding domain for growth factors such as epidermal growth factor, a 
transmembrane domain, and an intracellular portion which functions as a kinase to 
phosphoryiate specific tyrosine residues in proteins and hence to influence cell proliferation. 
Other receptor tyrosine kinases include c-erbB-2, c-met, tie-2, PDGFr. FGFr. and VEGFR. It is 
known that such kinases are frequently aberrantly expressed in common human cancers such 

20 as breast cancer, gastrointestinal cancer such as colon, rectal or stomach cancer, leukemia, and 
ovarian, bronchial or pancreatic cancer. It has also been shown that epidermal growth factor 
receptor (EGFR), which possesses tyrosine kinase activity, is mutated and/or overexpressed in 
many human cancers such as brain, lung, squamous cell, bladder, gastric, breast, head and 
neck, oesophageal, gynecological and thyroid tumors. 

25 Accordingly, it has been recognized that inhibitors of receptor tyrosine kinases are useful 

as selective Inhibitors of the growth of mammalian cancer cells. For example, erbstatin, a 
tyrosine kinase inhibitor, selectively attenuates the growth in athymtc nude mice of a transplanted 
human mammary carcinoma which expresses epidermal growth factor receptor tyrosine kinase 
(EGFR) but is without effect on the growth of another carcinoma which does not express the 

30 EGF receptor. Thus, selective inhibitors of certain receptor tyrosine kinases, are useful in the 
treatment of abnormal cell growth, In particular cancer, in mammals. In addition to receptor 
tyrosine kinses, selective inhibitors of certain non-receptor tyrosine kinases, such as FAK (focal 
adhesion kinase), Ick. src, abl or serine/threonine kinases (e.g.: cyclin dependent kinases, are 
useful in the treatment of abnormal cell growth, in particular cancer, in mammals. FAK is also 

35 known as the Protein-Tyrosine Kinase 2, PTK2. 

Convincing evidence suggests that FAK, a cytoplasmic, non-receptor tyrosine kinase, 
plays an essential role in cell-matrix signal transduction pathways (Clark aod Brugge 1995, 
Science 268 : 233-239) and its aberrant activation is associated with an increase In the 
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metastatic potential of tumors (Owens et al. 1995, Cancer Research 55 : 2752-2755). FAK 
was originally identified as a 125 kOa protein highly tyrosine-phosphorytated in cells 
transformed by v-Src. FAK was subsequently found to be a tyrosine kinase that localizes to 
focal adhesions, which are contact points between cultured cells and their underlying 
5 substratum and sites of intense tyrosine phosphorylation. FAK is phosphorated and, thus, 
activated in response to extracellular matrix (ECM)-binding to integrins. Recently, studies 
have demonstrated that an increase in FAK mRNA levels accompanied invasive 
transformation of tumors and attenuation of the expression of FAK (through the use of 
antisense oligonucleotides) induces apoptosis in tumor cells (Xu et al. 1996, Cell Growth and 

10 Piff, 7: 413-418). In addition to being expressed in most tissue types, FAK is found at 
elevated levels in most human cancers, particularly in highly invasive metastases. 

Various compounds, such as styrene derivatives, have also been shown to possess 
tyrosine kinase Inhibitory properties. Five European patent publications, namely EP 0 566 226 
A1 (published October 20, 1993), EP 0 602 851 A1 (published June 22, 1994), EP 0 635 507 A1 

15 (published January 25, 1995), EP 0 635 498 A1 (published January 25, 1995), and EP 0 520 722 
A1 (published December 30. 1992), refer to certain bicydic derivatives. In particular quinazoline 
derivatives, as possessing anti-cancer properties that result from their tyrosine kinase inhibitory 
properties. 

Also, World Patent Application WO 92/20642 (published November 26. 1992), refers to 
20 certain bis-mono and bicydic aiyl and heteroaryf compounds as tyrosine kinase inhibitors that 
are useful in inhibiting abnormal cell proliferation. Worid Patent Applications WO96/16960 
(published June 6. 1996), WO 96/09294 (pubfished March 6, 1996), WO 97/30034 (published 
August 21, 1997), WO 98/02434 (published January 22, 1998), WO 98/02437 (published 
January 22, 1998), and WO 98/02438 (published January 22, 1998), also refer to substituted 
25 bicydic heteroaromatlc derivatives as tyrosine kinase inhibitors that are useful for the same 
purpose. 

Accordingly, a need exists for additional selective inhibitors of certain receptor and non- 
receptor tyrosine kinases, useful in the treatment of abnormal ceil growth, such as cancer, in 
mammals. Ttie present Invention provides for novel pyrimkline derivatives which are selective 
30 inhibitors of the nonreceptor tyrosine kinase. FAK, and are useful in the treatment of abnormal 
cell growth. 
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. Summary of the Invention 
The present invention relates to a compound of the formula 1 




5 or a pharmaceutical^ acceptable salt, solvate, hydrate, or prodrug thereof, 
wherein R 1 has the following formula 2 




z— W 

2 

wherein each D is independently selected from the group consisting of CR* and N, with the 
10 proviso that R 1 is linked to NH group through a ring carbon atom; 

wherein E and G are independently selected from the group consisting of N and C; 
wherein X, W and Q are independently selected from the group consisting of N, O, S, 
SO* CO, NR 3 . CR 2 and CR 2 R 3 ; 

wherein Y and 2 are independently present or absent if present Y and Z are selected 
15 from the group consisting of N. O, S, SO* CO, NR 3 , CR 2 and CR^; 

wherein A is present or absent, if present A is selected from the group consisting of O, S 
and NH and wherein B is present or absent if present B is selected from the group consisting of 
CO, SOj, and Nrt 8 , with the proviso that when A is O or S that B is absent; 
wherein n is an integer from 1 to 3; 
20 wherein each R 2 is independently selected from the group consisting of H, C-Q, alkyl, 

CrC 7 cydoalkyf. C^Cy heterocydoalkyl, OCpCe alkyl, OCrCr cydoalkyt OC 4 -C 7 heterocyloafkyl, 
NH* NHR 5 , NR*R 7 , Sff. SOR°, SQ^, C0 2 &, CONH 2 , CONHR 8 , CONR°R 7 , SO^NH 2 , 
SOsNHR 6 . SOm°R\ NHCOR 8 , NR e CONR 6 , ' NHCONHR 8 , NR e CONHR e , NHCONR^R 7 . 
NlftONRfe 7 , NHSO2R 6 , NR 6 S0 2 R e , with the proviso that O, N or S atom of the foregoing 
25 substituents may not be bound to a carbon atom bound to another heteroatom, said alkyl, 
cycloalkyt heterocydoalkyl moieties of the foregoing groups are optionally substituted by 1 to 3 
substituents independently selected from the group consisting of H, halo, C-Ce alkyl, CN, NH*, 
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NHR 10 , N(R%. OR 10 , d-d* alkyl. CrCr cydoalkyl, C 4 -C 7 hetenoq^doalkyl, COjR 11 , CONH* 
CONHR 11 , and CONR^R 12 ; 

wherein each R 3 is Independently selected from the group consisting of H, C,-Ce afkyf, 
CrC? cydoalkyl, C 4 -C 7 heterocydoalkyt, CC^R 6 , CONH 2 , CONHR 6 , CONR*R T or R 2 and R 3 
5 taken together with the cartoon atom they are Jinked to can form a 3-7 membered cydoalkyl ring 
or 4-7 membered heterocydoalkyt ring, wherein each methylene group present in said 3-7 
membered cydoalkyl ring and said 4-7 membered heterocycloalkyl ring may be optionally 
replaced by a C=0 group, said alkyl. cydoalkyl, heterocycloalkyl moieties of the foregoing groups 
are optionally substituted by 1 to 3 substituents Independently selected from the group consisting 

10 of H, halo, d-Ce alkyl, CN, NH* NHR 10 . N(R 10 fe, OR 10 , C t -Ce alkyl, CrC 7 cydoalkyl, C 4 -C 7 
heterocycloalkyl, CGfeR 11 . CONH2, CONHR 11 , and CONR^R 12 ; 

wherein R 4 Is selected from the group consisting of H, Ci-Ce alkyl, C5-C7 cydoalkyl. C 4 - 
C7 heterocycloalkyl, CrCio aryl, and 5-10 membered heteroaryl, the alkyl, cydodkyt, 
heterocycloalkyl, aryf and heteroaryl moieties of the foregoing groups are option^iy substituted 

15 by 1 to 3 subsitutents independently selected from the group consisting of H, halo. OH, NO* Ct- 
Ce alkyl, dtfVCRV, CaCR 6 , C3.Cz cydoalkyl, C4-C7 heterocydbalkyl. OC,-Ce alkyl. OC3-C7 
cydoalkyl. OC4-C7 heterocyloalkyl, C=N-OH, ON^d-C, alkyl), NH* NHR 6 , NR^, SR 8 . 
SOR*. SOjR 6 , COaR 8 . CONH* CONHR 6 , CONRW, SO^NH* SO^HRl 6 . SOjNRW, NHCOR 6 . 
NR e CONR 6 . NHCONHR 6 . NR 6 CONHR 6 . NHCONR 6 R 7 , NR e CONR e R 7 , NHSOaR 6 , NR e S0 2 R 6 , 

20 with the proviso that O, N or S atom of the foregoing substituents may not be bound to a cartoon 
atom bound to another heteroalom; 

wherein R 5 is selected from the group consisting of H, Br, CI, CN, CF 3 , CKfeF, CHF* 
SO2CH3, CONH2, cydopropyl, cydobutyl. CeHs, CONHR 6 , CONRW, CO2R 6 . C(^}=C(R\ and 
C=CR»; 

25 wherein each R 6 is independently selected from the group consisting of H, Ct-Ce alkyl, 

C3-C7 cydoalkyl, C4-C7 heterocycloalkyl. Ce-C, 0 aryl, and 5-10 membered heteroaryl. said alkyl. 
cydoalkyl. heterocycloalkyl, aryl, and heteroaryl moieties of the foregoing groups are optionally 
substituted by 1 to 3 substituents Independently selected from the group consisting of H, halo. 
Ct-Ce alkyl, CN. NH* NHR ,D , N(R ,0 ) 2 , OR 10 . Ct-Ce alkyl. CyCy cydoalkyl, C4-C7 heterocydoalkyt, 

30 CQaR 11 , CONH,, CONHR 11 , and CONR^R 12 ; 

wherein each R 7 is independently selected from the group consisting of H, C,-Ce alkyl, 
CrCy cydoalkyl, C 4 -Cr heterocydoalkyt. Ce-do aryl, and 5-10 membered heteroaryl, said alkyl, 
cydoalkyl. heterocydoalkyt. aryl, and heteroaryl moieties of the foregoing groups are optionally 
substituted by 1 to 3 substituents independently selected from the group consisting of H, halo, 

35 Ct-Ce alkyl. CN. Nhfe. NHR 10 , NCR 10 )* OR 10 , C r Ce alkyl, C^ cydoalkyl, C4-C7 heterocydoalkyl. 
CO2R", CONH* CONHR 11 . and CONR 11 R 12 ; 
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wherein each R 6 is independently selected from the group consisting of H. halo, cyano, 
Crd alkyl, drd cycloalkyt. d-d heterocycloaikyl, OC,-d alkyt. Od-d cydoalkyl, OC 4 -C 7 
heterocytoalkyl, NH* NHR 9 , NRW, SR 6 , SOR 6 , SC^R 8 , CO2R 6 . CONH 2 , CONHR 6 , CONR*R 7 , 
SOjNH* SO^HR 6 . SO^R^ 7 , NHCOR 6 , NR e CONR a t NHCONHR 6 , NR 6 CONHR 6 , 
5 NHCONtfR 7 , NR fl CONR 6 R 7 , NHSOjR 6 , NR 6 SO>R e , said alky!, cycloalkyt. and heterocycloaikyl 
moieties. of the foregoing groups are optionally substituted by 1 to 3 substituents independently 
selected from the group consisting of H, halo. C t -d alkyl. CN, NHj, NHR 3 , N(R 3 ) 2( OR 3 . d-d 
alkyl; d-d cydoalkyl, d-d heterocycloaikyl, CO^R 6 . CONH* CONHR 6 , and CONR^R 7 ; 

wherein each R° is Independently selected from the group consisting of H, CF 3 , and d- 
10 dalkyl, saW d-C^alkyl is optionally substituted by 1 to 6 halo atoms; 

wherein each R 10 is independently selected from the group consisting of H, d-d alkyl, 
d-d cydoalkyl, C4-C7 heterocycloaikyl. CdR 11 . CONH* CONHR 11 , C0NR ,1 R 12 , SOR 11 , 
SOjR 11 , SOaNHa, SdNHR 1 ', SCfeNR^R 12 ; said alkyl. cydoalkyl, heterocydoalkyt moieties of the 
foregoing groups are optionally substituted by 1 to 3 substituents independently selected from the 
15 group consisting of H, halo, d-d alkyl, CN. NH* NHR 13 , N(R% t OR 13 . Ci-d alkyt. Crd 
cydoalkyl, C 4 -d heterocycloaikyl. CdR u . CONH 2 , CONHR M , and CONR 1 ^* 

wherein each R 11 is independently selected from the group consisting of H. d-d alkyl, 
Crd cydoalkyl. d-d heterocycloaikyl, d-do aryt, d-do membered heteroaiyl; said alkyt, 
cycloalkyt, heterocydoalkyt, aryl, and heteroaryl moieties of the foregoing groups are optionally 
20 substituted by 1 to 3 substituents independently selected from the group consisting of H, halo, 
d-d alkyl, CN, NH* NHR 13 . NfR 13 )* OR 13 , d-d alkyl, d-d cydoalkyl. d-d heterocydoalkyt. 
CQ2R 14 . CONH2. CONHR 14 , and CONRV 5 ; 

wherein each R 12 is independently selected from the group consisting of H, d*d alkyl, 
d-d cydoalkyl, C 4 -C 7 heterocydoalkyt. d-do aryl, Qrd 0 membered heteroaiyl; said alkyl, 
25 cydoalkyl, heterocycloaikyl. aryl, and heteroaryl moieties of the foregoing groups are optionally 
substituted by 1 to 3 substituents independently selected from the group consisting of H, halo, 
d-d alkyl. CN, NHa, NHR 13 . H{R%, OR 13 , d-d alkyl. d-d cydoalkyl. d-C 7 heterocycloaikyl, 
CQzR 14 , CONH2, CONHR 14 , and CONR f4 R w ; 

wherein each R 13 is independently selected from the group consisting of H, d-d alkyl, 
30 d-d cydoalkyl. C 4 -C 7 heterocydoalkyt, CO2R 14 . CONH* CONHR 14 , CONR M R 15 . SOR 14 . 
SQaR 14 , SdNHj. SO#iHR u , SOaNR'V 5 ; 

wherein each R 14 is independently selected from the group consisting of H, d-d aikyt. 
d-d cydoalkyl, d-d heterocydoalkyt, d-C 10 aryl, ddo membered heteroaryl; said alkyt, 
cydoalkyl, heterocycloaikyl, aryl, and heteroaryl moieties of the foregoing groups are optionally 
35 substituted by 1 to 3 substituents independently selected from the group consisting of H, halo, 
d-d alkyl, CN, NH* NH d-dalkyl. N(CrdalkyQ* O-d-d alkyl; and 

wherein each R 15 is independently selected from the group consisting of H, d-d alkyt, 
d-d cydoalkyl, d-d heterocydoalkyt, d-do aryl. d-do membered heteroaryl; said alkyf, 
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cycloalkyl, heterocycloalkyl, aryl, and heteroaryt moieties of the foregoing groups are optionally 
substituted by 1 to 3 substituents Independently selected from the group consisting of H, halo, 
d-Cealkyl, CN, NH* NH d-C^attcy!, Nfd-C^kylk 0-0,-Ce alkyf. 

In one preferred embodiment of the compounds of formula 1 , include those wherein E 
5 and G are independently selected from the group consisting of N and C; wherein X, W and Q are 
independently selected from the group consisting of N, O. CO. NR 3 , CR 2 and CR 2 ***; and 
wherein Y and Z are independently present or absent, if present Y and Z are selected from the 
group consisting of N, O, CO, NR*, CR 2 and CR 2 R 3 . 

In another preferred embodiment of the compounds of formula 1, include those 
10 wherein E and G are Independently selected from the group consisting of N and C; wherein X, W 
and Q are independently selected from the group consisting of N, CO, NR 3 , CR 2 and CR 2 R 3 ; and 
wherein Y and Z are independently present or absent, if present Y and Z are selected from the 
group consisting of N, CO, NR 5 , CR 2 and CR*R\ 

In a more preferred embodiment of the compounds of formula 1, include those 
15 wherein E and G are C; wherein X, W and Q are independently selected from the group 
consisting of N, CO. NR 3 , CR 2 and CR 2 ** 3 ; and wherein Y and Z are independently present or 
absent if present Y and Z are selected from the group consisting of N. CO, NR 3 . CR 2 and 
CR 2 R 3 . 

In a most preferred embodiment of the compounds of formula 1, include those 
20 wherein E and G are C; wherein X, W and Q are Independently selected from the group 
consisting of N, NR 3 , CR 2 and CR 2 R 3 ; and wherein Y and Z are independently present or absent, 
if present Y and Z are selected from the group consisting of N, NR 3 , CR 2 and CR 2 R 3 . 

In one specific embodiment of the compounds of formula 1 , include those wherein R 2 is 
selected from the group consisting of: 
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In another spedfic embodiment of the compounds of formula 1 , Include those wherein 
R 2 is selected from the group consisting of: 




O 



Specific embodiments of the compounds of formula 1 include those wherein R 2 is 
5 selected from the group consisting of: 
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Specific embodiments of the compounds of formula 1 include those wherein A is 
present or absent, If present A is selected from the group consisting of O and NH and wherein B 
is present or absent, if present B is selected from the group consisting of CO. SO* and NR 6 , with 
5 the proviso that when AlsO that Bis absent. 

Specific embodiments of the compounds of formula 1 include those wherein A is 
present or absent, if present A is NK and wherein B is present or absent, if present B is selected 
from the group consisting of CO, SO* and NR e . 
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Specific embodiments of the compounds of formula 1 indude those wherein A is 
present or absent, if present A is NH and wherein B is present or absent if present 6 is selected 
from the group consisting of CO and NR 8 . 

In one preferred embodiment of the compounds of formula 1 include those wherein A 
5 is present or absent, if present A is NH and wherein B is present or absent. If present B is CO. 

In a more preferred embodiment of the compounds of formula 1 include those 
wherein A Is present or absent, if present A is NH and wherein B is absent 

In a most preferred embodiment of the compounds of formula 1 1nclude those wherein 
A is NH and wherein B is absent. 
10 Specific embodiments of the compounds of formula 1 include those each R 2 is 

independently selected from the group consisting of H, Ci-Ce alkyt, CrC 7 cydoalkyl, C 4 -Cy 
heterocydoalkyl, OC r Ce alkyl, OCrC, cydoalkyl, OC^ heterocyioalkyf, NH 2l NHR 6 , NR*R 7 . 
Stf\ SOrt 1 , SOsR 6 , COzR 6 , CONH2, CONHtf, CONRW, NHCOR 8 , NR B CONR 6 , NHCONHR 6 , 
NR 8 CONHR*, NHCONRV, NR e CONR fi R r , NHSOaR 6 , NR e S0 2 R e , with the proviso that O, N or 
15 S atom of the foregoing substituente may not be bound to a carbon atom bound to another 
heteroatom, said alkyl, cydoalkyl, heterocydoalkyl moieties of the foregoing groups are optionally 
substituted by 1 to 3 substltuents independently selected from the group consisting of H, halo, 
Ct-Ce alkyl, CN, NH* NHR 10 , NfR 10 )* OR 10 , d-C, alkyl. CrCr cydoalkyl, C4-C7 heterocycloalkyl. 
C0 2 R 11 , CONHz, CONHR 11 . and CONRV 2 ; and wherein each R 3 is independently selected 
20 from the group consisting of H, C,-Ce alkyl, CrCr cydodkyl, C4-C7 heterocydoalkyl, CO^, 
CONHj, CONHR 6 , CONRV or R 2 and R 3 taken together with the carbon atom they are linked to 
can form a 3-7 membered cydoalkyl ring or 4-7 membered heterocydoalkyl ring, wherein each 
methylene group present in said 3-7 membered cydoalkyl ring and said 4-7 membered 
heterocydoalkyl ring may be optionally replaced by a C=0 group, said alkyl, cydoalkyl, 
25 heterocydoalkyl moieties of the foregoing groups are optionally substituted by 1 to 3 substltuents 
independently seteded from the group consisting of H, halo, C t -Ce alkyl, CN, NH 2 , NHR 10 , 
N(R 10 )2, OR 10 , C,-Ce alkyl. CyC 7 cydoalkyl. C4-C7 heterocydoalkyl, CO^ 11 , CONH* CONHR 11 , 
and CONR 11 R 12 . 

Specify embodiments of the compounds of formula 1 indude those each R 2 is 
30 independently seleded from the group consisting of H, d-Ce alkyl, C5-C7 cydoalkyl, C 4 -C 7 
heterocydoalkyl, OC t -C« alkyl, OCj-Cy cydoalkyl. OC4-C7 heterocytoalkyl, NH* NHR 5 , NR*R 7 , 
with the proviso that O. N or S atom of the foregoing substituents may not be bound to a carbon 
atom bound to another heteroatom, said alkyt, cydoalkyl, heterocydoalkyl moieties of the 
foregoing groups are optionally substituted by 1 to 3 substituents independently selected from the 
35 group consisting of H, halo, C,-Ce alkyl, CN, NH 2 . NHR 10 , NfR 10 )* OR 10 , (^-Ce alkyl. C3-C7 
cydoalkyl. C,-C 7 heterocydoalkyl, COjR 11 , CONH 2l CONHR 11 , and CONR 1, R 12 ; and wherein 
each R* is independently selected from the group consisting of H, C,-Ce alkyl. C3-C7 cydoalkyl. 
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d-d heterocydoalkyl, COJR.^ CONH* CONHR 6 , CONRV or R 2 and R 3 taken together with 
the carbon atom they are linked to can form a 3-7 membered cycloalkyl ring or 4-7 membered 
heterocycloalkyt ring, wherein each methylene group present in said 3-7 membered cyckxrfkyf 
ring and said 4-7 membered heterocyctoalkyl ring may be optionally replaced by a CO group, 
5 said afkyl, cycloalkyl, heterocydoalkyl moieties of the foregoing groups are optionally substituted 
by 1 to 3 substituents independently selected from the group consisting of H ( halo, d-d alkyl, 
CN, NH2. NHR 10 . N(R%, OR 10 , C t -d alkyl. Crd cyctoafcyl, d-C 7 heterocyctoaJkyt. CO^ 11 , 
CONH* CONHR 11 . and CONR !, R 12 . 

Specific embodiments of the compounds of formula 1 include those R 4 is selected from 

1 0 the group consisting of H, d-d alkyl, ddo a/yl, and 5-10 membered heteroaryl, the alkyl. aryl 
and heteroaryt moieties of the foregoing groups are optionally substituted by 1 to 3 subsitutents 
independently selected from the group consisting of H, halo. OH. NO* d-d alkyl, (^R^rV, 
CsCR*. d-d cyctoalkyt, C 4 -d heterocyctoalkyl, Od-d alkyl. OCyd cyctoalkyt, Od-d 
heterocyloalkyl. C=N-OH, C=N-0(d-d alkyl), NH2, NHtf. NR?R 7 , SI? , SOR 6 , SOJR? t COjR 6 . 

15 CONH* CONHR", CONRV, SOjNHj, SOjNHR 6 , SO^RV. NHCOR 6 , NR 6 CONR*. 
NHCONHR 6 , NRfcONHRf . NHCONRV, NR fl CONR 6 R 7 . NHSO*R*. NR 8 SQ 2 R 6 , with the proviso 
that O v N or S atom of the foregoing substituents may not be bound to a carbon atom bound to 
another heteroatom. 

Specific embodiments of the compounds of formula 1 include those R* is selected from 
20 the group consisting of H. d-d alkyl, and d-d 0 aryl, wherein the alkyl, and a/yl moieties of the 
foregoing groups are optionally substituted by 1 to 3 subsitutents independently selected from the 
group consisting of H, halo, OH, NO* d-d alkyl, C(R e )=CR 6 R 7 , C^CR 8 , CVd cycloalkyl, d-d 
heterocydoaikyt, Od-d alkyl, Od-d cycloalkyl, OC 4 -d heterocyloalkyl, ON-OH, C-N-C(d- 
d alkyl). NH 2 , NHR 8 . NR 6 R 7 . SR e . SOR 6 . SdR 6 . COjR 6 . CONH*, CONHR 6 , CONR 6 R 7 . 
25 SO^H* S0 2 NHR ft , SOaNR^ 7 , NHCOR 6 . NR 6 CONR a . NHCONHR 6 . NR^ONHR 6 , 
NHCONF^R 7 . NR 5 CONR*R 7 . NHSdR*. NtfSOjR*. with the proviso that O. N or S atom of me 
foregoing substituents may not be bound to a carbon atom bound to another heteroatom. 

Specific embodiments of the compounds of formula 1 include those R 5 is selected from 
the group consisting of H, Br, CI. CN, CF* CHJF, CHF 2 , SOjCHa, CONH 2 , dH* CONHR 6 , 
30 CONR 8 R 7 ,CdR 6 .C(RVc(R g ) 2 ,andC S CR 9 . 

Specific embodiments of the compounds of formula 1 incfude those R 5 is selected from 
the group consisting of H. Br, CI. CN, CF 3 , CH2F, CHF 2 . SO2CH3, CONH 2( and dH* 

Specific embodiments of the compounds of formula 1 include those R 6 is selected from 
the group consisting of H. Br, CI, CN, CF* CHjF, CHF 2 , SOjCHj, and CONH 2 . 
. 35 Other specific embodiments of the compounds of formula 1 1sttiude those selected from 

the group consisting of: 
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5-Bromo-N 2 -[3-(1 ,2,3,6-tetrahydnH>yridn>4.yl)-1 H-indol-5-y^N 4 ^ 
diamine; 

5-Brofno-l^-pyridir>-2-y|.N2-[3-(1 ,2^,6-tetrahydro-pyridin^-yl)-1 H-indol-5-yfl- 
pyrimldine-2,4-diam(ne; 
5 5*omo4^-pyridin-2-ylme^^ 
pyrimidme-2,4-diamine; 

N 4 -Ben2yf-5-bromo-N 2 -[3-(1 ,2.3, 6-tetrahydro-pyrid in-4-yiH H-in<Jol-5-yQ-pyrlmWIn©- 
2,4-diamine; 

5-Bromo-N4-(1 R-phenyt-athy«>-N2^1 ,2A6-tetfahydrD-pyrkji^ 
10 pyrimidine-2,4~diafnfne; 

S-Bromo-^lrac-phenyl-elhytJ-N^t^l ^,3, Wetrahydro^yndirv4-yi)-1 H-indo*-5-ylh 
pyrimidine-2,4-diamine; 

5-Bromo-N4-<1 Si5henyf-ethyl)-N2-{3^1 Z3,6-tetrahydfo-pyridi^ 
pyrirnjdine-2,4-dlamine; 
15 4-({5-Bromo-243-<1 2.3,6-tetrahydro-pyridin^ 

ylamino}-niethyJ)-ben2enesu)fonafnJde 

5^mo^ 2 -(3^1,2A6-tetrah^^ 
beozyl)-pyr!midine-2,4-diamine; 

5-Bromo-N 4 -(4^thoxy^nzylhN 2 -[3-(1 A3,Wetrahydro-pyrkllrHl.yl)-1H^n(k)l-S : yf)- 
20 pyrimidine-2,4-diamlne; 

5^romo-N 4 -(44luoro^)en2yl)-N 2 -I3-(1 ^,3,6-tetrahydro-pyridin-4.yl)-1 H-indol-5-yQ- 
pynmidine-2,4-dtemine; 

5-Bromo^l 4 -(3-fluoro-t>en2yJ>-N 2 -{3-(1 ,2.3,6-tetrahydro-pyridirHl-yf>-1 H-indoUS-ylJ- 
pyrimidine-2,4-diamine; 

25 5-Bronrio-N 4 -naphthalen-1 -ylmetbyl-N 2 -GH1 ,2,3,6-tetrahydro-pyridirMt-y»)-1 H-indo<-5- 

yf]-pyrimidine-2,4-diamine; 

S-Broirxj-^-f^nuoro-S-trifluofomethyl-benzyi^ 
1 H-indol-5-ylJ-pyrimidine-2,4-diamlne; 

5-Bromc>^ 4 -(3-fluofo-5-trifIuorom8thyl-b enzy1)-N 2 -[3-(1 .2.3,6-tetrahydro-pyrldifv4-yt)- 
30 1 H-indol^yn-pyrimidine-2.4-diamin8; 

5-BromoV-(4-phenoxy^zy<)^ 
pyrimidine-2,4-diamine; 

5-Brairo>-N 4 -<3,4^fflu^ ^,3,^tetrahydr<hpyndin-4-yl)-1 H-indol-5-yi}- 

pyrifnidlne-2.4-diamine; 

35 5-Brofna-N 2 ^(1 ^,3,6-tetraM r o-pyridin^yl)-1 H^irwiol-S-yjl-^S-trifluoromethoxy- 

benzyl^pyrimidine^^iamine; 

5-Bromo-N 4 -{4-cWoro-benzyl)-N 2 -[3-(1 ^,3,6-tetrahydro-pyridiM-ylM H-indoJ-5-yl]- 
pyrimidine-2,4-diamine; 
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5-Bromo-N 2 -{3-<1 ^^.R-tetrahydro-pyrfdlrM-yl^l H-indo!-5-yf]-N 4 .thiopherv2-y!methy*- 
pyrimidlne-2,4-<jiamine; 

pyrimrdine-2,4-dlamine; 

pyrimjdine-2,4-diamine; 

5^romo^ 4 -<3HT)ethyl-ben2yi)-N 2 -{3-{1 ^.S^-tetrahydro-pyridin^ylH H-mdol-5-yi]- 
pyrimldine-2,4-dramine; 

5-Bromo^-(4-methyl-ben^ 
10 pyrimidine-2/Wiamine; 

S^romo^^-fliioro-benzylH^.p^l ^.a.^tetrahydro-pyridin-^yl)-! H-indd-5-yf}- 
pyrimidine-2.4-diamine; 

N 4 ^phenyf-2-ylmethyf-5-bromo-N 2 -[3-<1 ^ ^.S-tetrahydro-pyridin^-ylJ-l H-indol-5-yJh 
pyrimidine-2,4-diamine; 

1 5 N*-BiphenyM~ylmethyl-5-l^^ Aa.e-tetrahydro-pyridin^yl)-! H-indol-5-yfh 

pyrimidlrte-2,4-diamine; 

pyrimidine-2,4-diamine; 

. S-Bromo^^t^emoxy-^er^H^^I .2, 3.6-tetrahydro-pyrtdin^ylM H-indol-5-yl}- 
20 pyrimidine^.^-diamine; 

3K{5-Bromo-2-[3-<1 A3,64etrahydro^d^ H-Wo^5-yiamlno}-pyrimidln-4- 
ylaminoKmethyl)-N-methyi-benzami<le 

S-Bromo-^^-cWoro-banzy^J-N 2 -^ 1 ^^.e-tetrahydro-pyridin^-ylVI H-indol-5-yO- 
pyrimidine-2 f 4-diamine; 
25 S-Broma^-pbam^y^ 
2,4-diamine; 

5-Biwo-N 4 -(2-pyridirv-2-yl^thyl)-N 2 : [3-<1 ,2,3.6-tetrahydro-pyridin^-yl)-1H-^dol-5-yO- 
pyrtmrdine-2,4-dlamJne; 

5^ronK)^ 4 -(2i)yridin-^yi-ettiyl>-N 2 -[3-(1 ^^^tetrahydro-pyrldin^-yl}-! H-mdol-5-ylJ- 
30 pyrimtdine-2,4-diamine; 

5-Bromo-N 4 -(2^yridifv3-^ 
pyrirnidjne-2 f 4-diarnine; 

5-BromoV^3-fluoro-pte^^ 
5-yfl-pyrimkJine-2,4-diamine; 
35 5-Bromo-N 4 ^2-phenyl^opropy^ 
yl}-pyriniidine-2 t 4-d famine; 

5-Bromo-N 4 -{2.pheny!-cydopfopyl)-N 2 -{3-{1 .2,3,6-tetrahydro-pyridin-4-y»)-1 H-indol-5- 
yll-pyrimidln6-2,4-diamlne; (homo-chiral) 
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5-Bromo-N^2^enyl^opropyl^ 
yi>pyrimidine-2,4-diamine; (homochiral) 

5-Brorrw^^4^loro^ph€nyl)^ylhN 2 -W1 a ,3.6-tetrahydro«pyridin^yl>^1 H-indol- 
5-vf]-pyn*midine-2,4-diamine; 
5 S-Bromo-N 2 -^ ,2,3,6-tetrahydro*^ 

ethyl>-pyrimldln&-2.4-diamlne; 

5-BromoV-(2^2-fluoro^ 
5-yl)-pyrimidlne-2A<)iamlne; 

5-Bromo^ 4 ^2^tort>-prmn^^ 
10 5-yl>pyrimidine-2,4^diamine; 

5-Bromo^2^2^^ .2 f 3,6-tetrahydro-pyridin-4-yiVl H- 

N 4 -(2-Benzo[1 ,3]dtoxol.5-yl-ethyl}.5^rDm(>^ 2 .pH1 ,2 A6-tetTBhydfOi)yridln-4.ylH H- 
indol-5-yfl-pyrimidine»2 f 4-diamlne; 

1 5 S-Bromo-^S-phenyl^ropyl^N^I ^.3 f Wetrahydr(H)yrWrn-4-yl)-1 H-indof-5-yO- 

pyrfmWine-2,4<llaminB; 

5^5-Bronrio^^henethylamino-pyrimidin-2-ylam 
5-[5-Bromo^2<Woro^^n^o)^^ 
5-(4-Benzylam*mo-54>™ 

20 5^5^romo^1^henyl^t^ ,3-dihydro-lndol-2-one; 

5^5-Bromo^3-phenyi^ropy«amiro^ ,3-dihydro-indo1-2-one; 
5-8TO^^o-^f l -(2-methanesu^fony♦-6thy1^N 2 ^3^1 ,2,3,6.tetrahydr<vpyrWirv4-yJ>-1 H-indol- 
5-yfJ^yrimkJfne-2 f 4-dlamine; 

N 4 -Benzy1-N 2 -{3-<1 Z ,3 r 6-tetrahydrchpyrldin-4.y«)>1 H-indol-5-yl]-pyrimldlne-2,4-dlamine; 
25 N'-Benzyf-f^efoy^ 
2,4-dsamine; 

pyrimidine-2.4-diamine; 

[4^2-Phenyl^orpholi^^ 
30 indol-5-y!J-amine 

5-^thy|.N 4 -(2-pyridh-2.yj-ethy!).N 2 43-<1 ,2AWetrahydrc>i)yridin-4-yI)-1H-indo^yn- 
pyrimldine-2,4-diamine; 

5-Bromo-NM3i>ipe^^ 
diamine; 

35 5-Bromo-N 2 -[1 -methanesulfony1-3-(1 ,2 .3,64elrahydro-pyridin-4-yf)-1 H^ndol-5-yl].N 4 - 

(2^yrkJifv2-yUmy«H>yrimidine-2 i 4^iamine; 

, 5-Brx>mo-^1^ethanesulf^ 
pyridirv2-yl-pyrimJdine-2.4-diamine; 
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S-Bromo^^-pyridin^-yl-ethyl^-I^I .2, 3,6-tetrahydro-py^^ 
pyrimidine-2 t 4-diamine; 

344-(2-PyrWirv2-y^tfiytemino)-2-p-(1 ,2,3 l 6-tetrahydrcH)yridlr>4.yl>1 H-indo!-5- 
ylamjnohpyn*mtdliv5-yl}-acrylic acid; ethyl ester, 
5 S^5-BrorTK>^[2-(3<h!oro^ ,3-dihydro-indol- 

2-one; 

5-Bromo-^^3^loroi>henyl)^yl>N 2 -[3-(1 Z3,6-tetrahydrOi)yridi^ 

S-Brom^-p^S^lofO^henylHthyfJ-N^p-fl t 2 f 3,6-tetrahydrtH)yridirv4-yl)-1 H-indd- 
10 5-yl]-pyrimidine-2,4-dlamine; 

5^5-Bromo^2-(4^ethox^enyl^^ 
indol-2-one; 

5^moV-I2-(4nnemoxy-phen^^ 
lrutol-5-yl}-pyrimi^ 

f 5 5K6-BromcH^I2-(3HT)ethox>^henyl)^thyiam^ , 3-dihydro- 

indot-2-one; 

5-Bromo^2^3-nieihG^ 
indok6-yl]-pyrimidlne-2,4-diamlne; 

5H5-Bromo-4-{2<Moly^ethy)arT^ 
20 S-Bromo-N 2 -^! ^^.B-tetrahydro-pyridin^yl)-! HH*ndol-5-yll-N 4 -(2-o-tolyl-ethyl)- 

pyrimidine-2,44iamine; 

5-[5-Bromo^2Hm4oly^^ 

5- Bromo-N 2 -[3-<1 .2,3,6-tetrahydroi>yridiM^)-1 H^ndol-5-y!J-N 4 -(2-m.to«yl-ethyl)- 
pyrimidlne-2,4-diamine; 

25 5^6-Bromo^2-p-tolyt^thy!annlnoVpyrim t 3-dihydro-indol-2-one; 

6- Bromo-N 2 -[3-(1 ,2 AWetrahydn>-pyridiM-yJH H-indol^yl}^^2-p-t(>lyl-ethyl>- 
pyrimidine-2,4-dtemtne; 

[5-Bromo-2-(2-oxo-2,3-dihydro-1 H-<rKlol-^ylaminoH>^ acid; 
545-Bromo^«p.(3*ifluoixHn^ 
30 dihydro-indol-2-one; 

5^4-{2-Biphenyl-4-yl-emy!amino)-^^ 

one; 

5-{5^romo^2-(3-fluoro-ph^ 

2-one; 

35 5^5-Br<mio^-<2K*tor<>p^^ ,3*lihydro-indot- 

2-one; 

5^5^romo-4-(2^2-methoxy^^ 
indol-2-one; 
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5^5-Bromo4^-<4-fluoro-pheny!)^y|amino^ 

2-one; 

5^5-Bromo4^2-(4^Ioro-phenyi)-ethylamino)-p ,3-dihydrcHndol- 

2-one; 

5 5-{5-Bromo^-{2-fhiofo^he^ ,3-dihydro-indol- 

2-one; 

^5^roT7K>4^3-pheny1-al\ylammo)i>yrimi 
M5-Bromo^l(thfophef>-2-y!me^^ 

one; 

10 6^5-Bromo4-[(thtophen-2-ylmefo^ f 3-dihydro-indoJ-2- 



one; 



one; 



15 one; 



one; 



5- [5-Bromo-4-(2.3Kiimethyl^ 

6- [5-Bromo^(2;Wimethy1-bera^^ 

5- I5-Bromo^2.5-dimethyM>enzy^^ 

6- [5^romo^2,5Kiimethyi-b€*^ 



one; 

20 6-[5-Bromo-4-<2-fluoi^benzytamto 1 ,3-dihydro-indol-2-one; 

6-[5-Bromo-4^2-trifluoromethox^ 
indoi-2-one; 

5-[5-Bromo-4^3-trifluorome^ 
indol-2-one; 

25 6^5-Bromo-4-<3^uoromethoxY4>en^ ,3-dihydro- 

indol-2-one; 

5- {5-BronrK>^-<4^rffluofomett^^ 
indof-2-one; 

6- [5-BfomcHH4-trifluoromethoxy-ben2^ ,3-dihydro- 
30 indol-2-one; 

6-[5-Bromo^^2-methoxy-benzyfamino)-pyrimidin-2-ylam 

6-{5^fomo^3^ethoxy-benzylam^ 

6-[5-Bromo^-<3-trifluoromethyl^nz^ 

2-one; 

35 5-[5^nxno^[(thiazo«-ylme^^ 
one; 

5-{5-Bcomo-44(5-memanesulfbnyt-mk^ 
1 ,3-dihydro-indol-2-one; 
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5^5-Bromo-4^2>difluofo-ben2y^ 

6^5-Bromo-4^2,3-dffluoro-^^ ,3-dihydro-fndof-2-one; 
5H5-Bi^o^2 t 4-difluoro-ben^ 
6-[5-Bromo^2,4-dffluao*en^ 
5 6^5^loro^(2-trifhK^ ,3-dihydro-indot- 

2-one; 

5-Ch!oro-N2-<1 -methyl- 1 H-indol-5-yl^-(2-trffluoromefo^ 
diamine; 

5- Chloro^ 2 -(1 mnda^ 

10 5^hloro-N 2 -(1-methyM H^dol^yl)^-pyridin-2-^ 

6- {5^loro^(pyridin-2-y^ ,3^fihydro-inciol-2- 

one; 

5^hloro-N2-(1H^dazDl-6-tf^ 
5-Chtoft>-N2-(1H-indazol-6^ 
1 5 (M5-Bromo^t(pyrklirv2-ytmem -yl)-acetic 

acid; tert-butyl ester; 

(6-{5-BroiTK>4-Kpyi^ 
add; tert-butyf ester, 

6^4-[(PyrWm-2-ylmethy^ 
20 indol-2-one; 

N2-{1 -Methyl-1 H-lndd-5-ylH^yridirv.2-y^ 
diamine; 

(6^5-Bromo^[(pyrkJifi-2-ylmethyl)-amino].pyri acid; 
tert-butyf ester, 
25 N4-Pyrk«rv2-ylmemyl-^ 

2^6-{5-Bromo^[(pyridin-2^ 
methoxy-ethyf}-acetamide; 

6^5^hloro^[(3-methyt-pyr^ ,3-dihydro- 
indoi-2-one; 

30 (6-{5-Bromo-4-((pyridin-2-y1methy»)-amino]-pyrimidi^ acid; 

(6-{5-Bromc^-l(pyrtdin-2-y^ -yt)-acetic 
add; tert-butyf ester; 

N2-(1H-lndazo1^yl>.N4^yridif^^^ 

(5-{5-Bfomc>4-[(pyrk!^ 
35 tert-butyl ester; 

(6^5^rom<^[(pyrtoin^ 

acrd; 

(5^5^romo-4^(pyridin-2-ylmem^ 
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(5^5-BrcOTO^I(pyridir^ 

acid; 

5^5^Woro-4-[(3^em^ ,3-dihydro- 
indol-2-cne; 

5 5^5^Woro^3^ethanesu)fo^ ,3-dmydro 

indol-2-one; 

6^5<^!oro^3-methyl4>enzylam^ 
5^5<Moro^2-fluoro*benzylamin^ 

6-[5<mtorc>^(2-fluoro4>^^ f 3-dihydro-JndoJ-2-one; 
10 5-{5^wno^2HTOthoxy^thyta^ 

H50iloro^-(3-memyi^nzyfam^ r 3-daiydro-indol-2-one; 

6^5<;Woro^I(4^etfhyty^ 
rndo»-2-one; 

5-(4-Berucylamrno-5<filoroi>yr™^ 
1 5 5-Bromo-N2-(1 H-indol-5-yJ>N4-pyrkf Jrv2-tf^ 

5-Bromo-N2-{1H-tfMtol-5-y^ 

5-Biwio4\l2^1H-lndol^yl^ 

5-Bromo-N2-<1 H*dazol-^N4H2*yrid^^^ 

5-Bromo-N2-<1H-indazol-6-y<^^ 
20 5-Bromo-N2^1H^ndoW-yl)-N4-pyrk^ 

5-Brom<hN2^1H^nda^-5-^ 

N2^1H-lndol-5-yl)-N4i>yrid^ 

N2-{1 H-tndazo»^ylHM-pyrid^ 

N2-<1 H-lndol-5-yl)-N4-(2i>yrid^^ 
25 N2-<1 HMrHJazoi^y«)^4-pyrklin-2^methyH>yrlm idine-2,4-diamine; 

N2-<1H-«ndazol-5-yi)^-(2-py^^ 

N2-<1 H-lrida»l^y<hN4^^ 

5^Bromo^t(pyridiiv2-ytme^ 
benzoimidazol-2-one; 

30 5^5^romo^(2-pyridin-2-^ ,3-dihydro- 

benzoiml6azdl-2-one; 

5^4-[(Pyridin-2-ylmethy1)-amino]^^ 

one; 

5^4-(2-Pyridin-2-yt-emytam 
35 5-Bromo-N2-<1 H-indazol^yl)^pyrknn-2-ytmem^ 

M5^romo^[(pyridin-2-ylmethyl)^ 

one; 

5{5-Bromo^2-pyridin^ 
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544^2-Pyridin-2-y1^thytamm >dihydit>-mdol-2-one; 
5^romo4«-(2^ethyMmrKiol-5-yt}^ 
. N2-(2-MethyM H-indo!-5-yl)-N4^yridtfv2-y!meta^ 
N2^1H-tndol^yl)-N^ 
5 5-BromoJsl2-(2^nethyH H-indol-5~y0^i>yrk^^ 

5-Bromo-N2-{1 H-mdol^yl>-N4-pyridin-2-^ 
5^omo-N2-(1H-indol*yi)-l^(2^yrid^^ 
N2^1H-BenzDroida2Df-5-yf)-5^ro^ 
N2-(1 H-BenzoimkJazDl-5-yl)-5^romo-^^ 
1 0 3^5-Bromo4^2^yridin-2-yf^thy^ 
N2^1H-BenzoimidazDl-5-y1)-^^ 
5-Brorix>-N2-<2-mettiyM H-benzoimidazol-5-ylVN4i^ 
diamine; 

N2<2-MemyMH4>enzoimidazol-5-^^ 
15 5^roriK>-N2-{2-methyM H-tenzoimidazoL5-y1)-N4-(2i>y^ 

2,4-diamine; 

5-Bronru>4^2>dihydfo^^ 
diamine; 

N2-{2>Dihydro.1H-ind^ 
20 5-Bromo-N2-(1-methyMH-indo^ 

N2-(1^elhyMHHndor-5-yt)^ 

5-Bromo-N2-(2,3^ihydro-1H-indol-5-y<^ 

5-Bromo4l2-(1^ethyMH-ind<^ 

5^1uoro-N4-pyrWit^ 
25 5-Bromo444-pyrkiiiv2-ylmem^ 

5-Broroo^2^1H^oW->^^2^^ 

5-Brorm>^-{1H-indol-7-yl^^^ 

5-Bromo^2-(1H-indazol^^ 

6^5-£fomo^(pyridin-2-yfmethyl^ 

30 one; 

5-Bromo-N2-(1 H-lruiazol^yl)-N4^2i>yr^ 
5-Bromo-N4^2i>yridi^ 
5^romo*N4-pyrtdin-2-y^ 
5^<mu>-N4^2i>yrk«rv2^^ 
35 S-[5^romo^(2-pyrWin-2-y^em^ ( 3-dihydra-indo)-2-one; 

5-B«OTio^4^yridin-2-ytmethy^^ 
5^mo-N4^2^yridfn«2-y^ethyi}^2-qu^ 
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5- {5-Bfomo^[(pyrkiin-2-y!m^ 
acid; ethyl ester, 

6- {5^romo-4-(2-trifluofon^^ 

2-one; 

5 5-Bromo-N2-{1 H-Indazol-5-ylVN4^2-tJlfluoro^ 

5-BronrK>-N2K1H-indazol^ 
5-Bromo-N2-(1-methyl-1H-M^ 
diamine; 

5-Bromo-N2-<1 H-indazoL^^ 
10 5-6fomo-N2-(1 H-lrKJazoM~yl)-N4^2-trffl^^ 

^5^roroo^(pyridin-2-ylm . 

one; 

N2-8enzothiazol-6-yl~5-bromc>^ 
5-{5-Bromo-4-[(pyridir^^^ 
15 carbonitrile 

5-Bromo-N4-pyridin-2-yfmethyf-N2-(1 -pyridin-2-ylmethyH H-inda20l-5-yl>-pyrimidine- 
2,4-diamine; 

N2-(1-BenzyMH-frdol-5-yl)^bh^ 

5-Bromo-N4-pyridin.2-ylmethyJ-N2-(1 -pyridln-2-ylmethyl-l H-fndol-5-y1)-pyrimidine-2.4- 
20 diamine; 

N2-<1-BenzyMH-indazol-5-yl)-5-bromo-^ 
5-Bromo-N2-(1-methyMH-<ndazol-^^ 

5-Bromo^4^4-methyt-cydohexyl)-N2-[3-(1 2 ,3,6-tetrahydro-pyrk«n-4-y1)-1 H-(ndol-5- 
yl]-pyrlmldine-2,4-diamine; 
25 5^romo^(4-methyfK^ohexyJ)-N2-t3-<1 2 ^,6-tetrahydro-pyridin-4-yl)-1 Hnndol-S- 

yl]-pyrimkl^e-2 > 4-diamine; 

5^romo^4-cyclohexylmemyl-N2-(3-<1 ^^.B-tetrahydro-pyridin^ylVI H-indol-5-yfl- 
pyrimidine-2,4-diamine; 

H5-Ruoro^-[(pyridin-2-y1memyl)-^ (1 ,2,3,6-tetrahydro-pyridin- 

30 4*ylHH-indol-5-y(amine 

1-{5^for(>^[(pyrkJin-2^ 
4-yt)-1 H-inckrf-5-ylamine 

5-Fluoro-N2-(1H-indazol-5^)-N4-pyra^ 

5^5-Fluoro^[<pyrkfin-2^^ 

35 one; 

5^h!oro-N2-(1H4ndazDl-5-yl)-N4-pyr^ 
M5-Ch)oro^l(pyrkJin-2-yImet^ 

one; 
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5-Ruoro-N4-(2-pyridin.2-yl-ethyl).N2-l3^1 2.3,6-tetrahy*o-pyridin-4-yl)-1 H-indoW5-yl]- 
pyrimidlne^^iamine; 

5-C^ro-N4^2i>yridin-2-yl-ethytHg2.[3.(1 t 2.3,6-tetrahydro-pyridirv4-yl)-1 H-indol-5-yl]- 
pyrimidine-2,4-diamtae; 
5 5-Rioro-N2-(1 H-lndazol-5-yl)-N4-(2-pyrid^ 

5K5-FkJor<>4-{2i>yrid^ 

5-Chloro-N2^1H^da2ol-5-y1)^^ 

5-[5^htoro^2-pyridin-2-yl-ethy^ 

5-{4-[(Pyrklin-2-y!meth^^ 
10 indol-2-one; 

5^&-Methoxy^K(pyrkfirv2-yl^ 

one; 

S-[5-Methoxy^2-pyrkjin-2-^^ 

one; 

15 5K5-Methoxy^2-trffiuoromethy^ 
2-one; 

5-{5-Bromo^[(cYdohex-1-eny^^ 

2-one; 

5-{5^fomo-4^memyi-pyridin-2-yta 
20 indol-2-one; 

5-[5-Bromo^4-nMithyl<yd<^ .3-dftydro-indol-2- 

one; 

5-[5-Bromo-4-(4-fliet!iyl<yc^ 

one; 

25 5-[5-Bromo-4-(<^ohexylmethy*-amino f 3-dihyd«Mndol-2-one; 

5-[5-<>iloro-4^2-trffluorometh^^ 

2-one; 

2-(2-Oxo-2.3Kilhydro-1H-ind^ 
cartoonitrile 
30 5^5-Methy!-44(pyr1dirv2-y1m^^ 
one; 

N2-(1H-lndazd-5-yl)-5-methyl-W-p^ 

5-Fluoro-N4-pyridin-2-ylmethyt-N2-{3^1 ,2.3>tetrahydroi)yridin-4-yl)-1 H-indol-5-yl}- 
pyrimidine-2,4-diamine; 

35 5-Chloro-fi4^yridln-2-yimethyl-N2-{3-{1 ^3.Wetrahydro-pyrk!in-4-ylH H-tndoi-5-ylJ- 

pyrirnidine-2,4-diamine; 

2-(20xo-2.3-dihydro-1H-indol-5-yl^^ 
pyrtmidine-5-carbonitrile 
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5H4~(MethyK2-pyrldin-2-yte^ 

5-Bromo-N4-cydohex-1 -enyimethyl-N2-[3-<1 ^^.Wetrahydro-pyrtdifV^yl)-! H-indol-5- 
yO-pyrimidln^^iamlne; 

N2-{1H-lrKtezol-5-yi)-W-p^^ 
5 5-{5-Tr»!uofomett^ > 

dihydro-indoJ-2-one; 

6K2-[(Pyrklfo-2«yfmethyl)^ 
indol-2-one; 

5-[5-Bromo^(ptpertoin^ylam*^ 
1 0 5-[4-(1-Acetyt-piperidin^y^ ,3-dihydn)Hndof-2- 

one; 

2-(2-Oxo-2>d!hydro-1H-in^^ 
carton Itrile 

5K4-[{3^ethyH>yrkiin-2-^ 
15 ditiydro-indol-2-one; 

6^4-[(3-Methyl-pyrW^^ ,3- 
dihydro-indol-2-one; 

^[S-Brorm^-tf-oxo^.W^ 
1 -carboxytc acid; tort-butyl ester, 
20 5-[5-Bromo^1-methanesuJfon^ 
dihydro-indol-2-one; 

5-[5-Brortw>^(piperidiiv3-y1 

4- t5-Bromo-2^2^xo-2^hydro-1H-indo^ 
1 -carboxyfic acid; ethytemlde 

25 3-[5-Bromo-2^2^xo-2,3Hfihydro-im 

1- carboxyiic acid; ethylamide 

5- [4-(1 -BenzoyH>lperidirHi-yta^ ,3-dihydro-tndcrt- 

2- one; 

6^4^3-Methanesulfony(4>enzytam 
30 fndol-2-one; 

6- [4-(3-Methanesulfbnyl4)en^ 
dibydro-indol-2-one; 

6-{4^3-Methanesu/fonyt-ben^ 

5-[4^1 -Benzenesulfonyl-piper^ ,3- 
35 dihydro-indoi-2-one; 

5^4-(^MethanesulfonyLbenztf^ 
dihydro-indoK2-one; 
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6^5<fctoro^(piperidir>^^ ,3-dihydro-indol-2- 

one; 

6^5^Woro^-[(1^ethanesulfonyl^^ 
1 ,34ihydro-indol-2-one; 

6^5-Bromo^(piperidir^3-v^ 
one; • 

6^5-Brorm>^(1^ethanesulfoi^^ 
1 .3-dihydroindol-2-one; 

5-(5^uoro^3^emanesulfonyf-benzylam^ 
indot-2-one; 

5^5-Bromo^(1 4iydroxy^oh^ ,3-dtoydro- 
indol-2-one; 

and pharmaceutically acceptable salt, prodrug, hydrate or solvate of the 
aforementioned compounds. 

This invention also relates to a method for the treatment of abnormal cell growth in a 
mammal, including a human, comprising administering to said manmal an amount of a 
compound of the formula 1 , as defined above, or a pharmaceutically acceptable salt, solvate or 
prodrug thereof, that Is effective In treating abnormal cell growth. In one embodiment of this 
method, the abnormal cell growth Is cancer, including, but not limited to, lung cancer, bone 
cancer, pancreatic cancer, skin cancer, cancer of the head or neck, cutaneous or intraocular 
melanoma, uterine cancer, ovarian cancer, rectal cancer, cancer of the anal region, stomach 
cancer, colon cancer, breast cancer, uterine cancer, carcinoma of the fallopian tubes, carcinoma 
of the endometrium, carcinoma of the cervix, carcinoma of the vagina, carcinoma of the vulva, 
Hodgktn's Disease, cancer of the esophagus, cancer of the small intestine, cancer of the 
endocrine system, cancer of the thyroid gland, cancer of the parathyroid gland, cancer of the 
adrenal gland, sarcoma of soft tissue, cancer of the urethra, cancer of the penis, prostate 
cancer, chronic or acute leukemia, lymphocytic lymphomas, cancer of the bladder, cancer of the 
kidney or ureter, renal cell carcinoma, carcinoma of the renal pelvis, neoplasms of the cental 
nervous system (CNS), primary CNS lymphoma, spinal axis tumors, brain stem glioma, pituitary 
adenoma, or a combination of one or more of the foregoing cancers. In one embodiment the 
method comprises comprising administering to a mammal an amount of a compound of formula 
1 that is effective in treating said cancer solid tumor. In one preferred embodiment the solid 
tumor is breast, lung, colon, brain, prostate, stprriach, pancreatic, ovarian, skin (melanoma), 
endocrine, uterine, testicular, and btedder cancer.: 

In another embodiment of said method, said abnormal ceo growth is a benign 
proliferative disease, including, but not limited to. psoriasis, benign prostatic hypertrophy or 
restinosis. 
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This invention also relates to a method for the treatment of abnormal cell growth in a 
mammal which comprises administering to said mammal an amount of a compound of formula 
1, or a pharmaceutical^ acceptable salt, solvate or prodrug thereof, that is effective In treating 
abnormal celt growth in combination with an anti-tumor agent selected from the group consisting 
5 of mitotic inhibitors, alkylating agents, anti-metabofites, intercalating antibiotics, growth factor 
Inhibitors, ceU cycle inhibitors, enzymes, topofeomerase inhibitors, biological response modifiers, 
antibodies, cytotoxics, anti-hormones, and anti-androgens. 

This invention also relates to a pharmaceutical composition for the treatment of 
abnormal celt growth in a mammal, Including a human, comprising an amount of a compound of 

10 the fbrmiia 1, as defined above, or a pharmaceutical^ acceptable salt, solvate or prodrug 
thereof, that is effective in treating abnormal cell growth, and a pharmaceutical^ acceptable 
carrier. In one embodiment of said composition, said abnormal cell growth is cancer, including, 
but not limited to, lung cancer, bone cancer, pancreatic cancer, skin cancer, cancer of the head 
or neck, cutaneous or intraocular melanoma, uterine cancer, ovarian cancer, rectal cancer, 

15 cancer of the anal region, stomach cancer, colon cancer, breast cancer, uterine cancer, 
carcinoma of the fallopian tubes, carcinoma of the endometrium, carcinoma of the cervix, 
carcinoma of the vagina, carcinoma of the vulva, Hodgkin's Disease, cancer of the esophagus, 
cancer of the small intestine, cancer 6f the endocrine system, cancer of the thyroid gland, caicer 
of the parathyroid gland, cancer of the adrenal gland, sarcoma of soft tissue, cancer of the 

20 urethra, cancer of the penis, prostate cancer, chronic or acute leukemia, lymphocytic 
lymphomas, cancer of the bladder, cancer of the kidney or ureter, renal cell carcinoma, 
carcinoma of the renal pelvis, neoplasms of the central nervous system (CNS). primary CNS 
lymphoma, spinal axis tumors, brain stem glioma, pituitary adenoma, or a combination of one or 
more of the foregoing cancers. In another embodiment of said pharmaceutical composition, said 

25 abnormal cell growth is a benign proHerative disease, including, but not limited to, psoriasis, 
benign prostatic hypertrophy or restinosis. 

The invention also relates to a pharmaceutical composition for the treatment of 
abnormal cell growth In a mammal, including a human, which comprises an amount of a 
compound of formula 1, as defined above, or a pharmaceutical^ acceptable salt, solvate or 

30 prodrug thereof, that is effective In treating abnormal cell growth in combination with a 
pharmaceutical^ acceptable carrier and an anti-tumor agent selected from the group consisting 
of mitotic inhtoitors, alkylating agents, antknetabolites, intercalating antibiotics, growth factor 
inhibitors, cell cycle inhibitors, enzymes, topofeomerase inhibitors, biological response modifiers, 
anti-hormones, and anti-androgens. 
35 This invention also relates to a method for the treatment of a disorder associated with 

angiogenesis in a mammal, including a human, comprising administering to said mammal an 
amount of a compound of the formula 1, as defined above, or a pharmaceutical^ acceptable 
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salt, solvate or prodrug thereof, that is effective in treating said disorder. Such disorders include 
cancerous tumors such as melanoma; ocular disorders such as age-related macular 
degeneration, presumed ocular histoplasmosis syndrome, and retinal neovascularization from 
proliferative diabetic retinopathy; rheumatoid arthritis; bone loss disorders such as osteoporosis, 
5 Pagefs disease, humoral hypercalcemia of malignancy, hypercalcemia from tumors metastatic 
to bone, and osteoporosis Induced by glucocorticoid treatment coronary restenosis; and certain 
microbial infections including those associated with microbial pathogens selected from 
adenovirus, hantaviruses, Borrelia burgdorferi, Yersinia spp.. BordeteUa pertussis, and group 
A Streptococcus. 

10 This invention also relates to a method of (and to a pharmaceutical composition for) 

treating abnormal cell growth in a mammal which comprise an amount of a compound of 
formula 1, or a pharmaceutical^ acceptable salt, solvate or prodrug thereof, and an amount of 
one or more substances selected from antkmgiogenesis agents, signal transduction 
inhibitors, and antiproliferative, agents, which amounts are together effective in treating said 

15 abnormal ceil growth. 

Anti-angiogenesis agents, such as MMP-2 (matrix-metalloprotienase 2) inhibitors, 
MMP-9 (matrfc-metalloprotienase 9) inhibitors, and COX-il (cyclooxygenase II) Inhibitors, can 
be used In conjunction with a compound of formula 1 In the methods and pharmaceutical 
compositions described herein. Examples of useful COX-II inhibitors Include CELEBREX™ 

20 (atecoxib). vaWecoxib. and rofecoxib. Examples of useful matrix metalloprateinase inhibitors 
are described in WO 96/33172 (published October 24, 1996), WO 98/27583 (published March 7, 
. 1996), European Patent Application No. 97304971.1 (filed July 8, 1997), European Patent 
Application No. 993086172 (filed October 29, 1999). WO 98/07697 (published February 26, 
1998), WO 98/03516 (published January 29, 1998). WO 98/34918 (published August 13. 1998), 

25 WO 98/34915 (published August 13, 1998). WO 98/33768 (published August 6. 1998), WO 
98/30566 (published July 16. 1998), European Patent Publication 606,046 (published July 13, 
.1994), European Patent Publication 931 ,788 (published July 28, 1999), WO 90/05719 (published 
May 331, 1990), WO 99/52910 (published October 21, 1999), WO 99/52889 (published October 
21, 1999), WO 99/29667 (published June 17, 1999), PCT International Application No. 

30 PCT/IB98/01 1 1 3 (filed July 21 , 1 998), European Patent Application No. 99302232.1 (filed March 
25, 1999), Great Britain patent application number 9912961.1 (fled June 3, 1999), United States 
Provisional Application No. 60/148,464 (filed August 12, 1999). United States Patent 5.863.949 
(issued January 26, 1999), United States Patent 5.861,510 (issued January 19, 1999), and 
European Patent Publication 780,386 (published June 25, 1997). an of which are herein 

35 incorporated by reference in their entirety. Preferred MMP-2 and MMP-9 inhibitors are those that 
have little or no activity inhibiting MMP-1 . More preferred, are those that selectively inhibit MMP- 
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2 and/or MMP-9 relative to the other matrix-metaMoproteinases (i.e. MMP-1, MMP-3, MMP-4, 
MMP-5. MMP-6, MMP-7. MMP-8, MMP-10, MMP-1 1, MMP-12, and MMP-13). 

Some specific examples of MMP inhftwtors useful in combination with the compounds 
of the present invention are AG-3340, RO 32-3555, RS 13-0830, and the compounds recited 
5 in the following list 

34[4^4-fluoroi3henoxyH^ 
propionic acid; 

3^xo-344-(4^uoros)herx>xyH>enzen 1 ]octane-3- 

carboxyfic add hydroxyamide; 
10 (2R, 3R) 1-[4-(2^oro^fiiwo4>enzy!ox^ 

piperidine-2-carboxytic acid hydroxyamide; 

4-^4-fluoroi>henoxy)^nzenesu^ ackJ 
hydroxyamide; 

3^4-(4^uoro-pher«xy)^enzBnesulfony^ 
15 propionic acid; 

4^4^4<hloro^henoxy}-ben2enesulfbnyl^ acid 
hydroxyamide; 

3-[4^4^hloro^henoxy^benzenesulfbnytemlnol-tetr^ add 
hydroxyamide; 

20 (2R, 3R) 1-{4^4-fluoro-2Hrnethyl-berizytoxyH)enzenesu»fo^ 

piperidine-2-carboxylic acid hydroxyamide; 

3^4^4^uoroi>heru>xy)-benzenesulfon^^ 
amtnoj-propionfc acid; 

3-R4^4-f!uoro^henoxyH>enzen^ 
25 aminoj-propkmic acid; 

3^xc^:H4-(4K*!oro-phenoxy)^ 1 }octane-3- 

carboxyllc acid hydroxyamide; 

3^n<to*3-[4^4^uor(>^enoxy)-benze^ 
carboxylic acid hydroxyamide; and 
30 3-f4^4-fluoro^henoxy>benzenesulfonyfaminoHetrahydro-fu acid 

hydroxyamide; 

and pharmaceutical^ acceptable salts, solvates and prodrugs of said compounds. 

The compounds of formula 1 , and the pharmaceutical^ acceptable salts, solvates and 
prodrugs thereof, can atso be used in combination with signal transduction inhibitors, such as 
35 agents that can inhibit EGFR (epidermal growth factor receptor) responses, such as EGFR 
antibodies, E6F antibodies, and molecules that are EGFR inhibitors; VEGF (vascular 
endothelial growth factor) Inhibitors; and erbB2 receptor inhibitors, such as organic molecules 
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or antibodies that bind to the erbB2 receptor, for example, HERCEPTIN (Genentech. Inc. of 
South San Francisco* California, USA). 

EGFR inhibitors are described in, for example in WO 95/19970 (published July 27, 
1995), WO 98/14451 (published April 9, 1998). WO 98/02434 (published January 22, 1998). 
5 and United States Patent 5,747,498 (Issued May 5. 1998). EGFR-inhibfting agents include, 
but are not limited to, CM 033 (Pfizer Inc.). the monoclonal antibodies C225 and anti-EGFR 
22Mab (ImCione Systems Incorporated of New York, New York, USA), the compounds ZD- 
1839 (AstraZeneca). BIBX-1382 (Boehringer Ingeiheim). MDX-447 (Medarex Inc. of 
Annandale, New Jersey, USA), and OLX-103 (Merck & Co. of Whitehouse Station, New 

10 Jersey, USA), VRCTC-310 (Ventech Research) and EGF fusion toxin (Seragen Inc. of 
Hopkinton, Massachusettes). 

VEGF inhibitors, for example CP-547,632 and AG-13736 (Pfizer, Inc.), SU-5416 and 
SU-6668 (Sugen Inc. of South San Frandsco, California, USA), can also be combined with a 
compound of formula 1. VEGF inhibitors are described in, for example in WO 99/24440 

15 (published May 20, 1999), PCT International Application PCT/IB99/00797 (fled May 3, 1999), 
in WO 95/21613 (published August 17, 1995), WO 99/61422 (published December 2. 1999), 
United States Patent 5.834,504 (issued November 10. 1998). WO 98/50356 (published 
November 12, 1998), United States Patent 5,883,113 (issued March 16, 1999), United States 
Patent 5,886,020 (issued March 23, 1999), United States Patent 5,792.783 (issued August 11, 

20 1998), WO 99/10349 (published March 4, 1999). WO 97/32856 (published September 12. 
1997), WO 97/22596 (published June 26, 1997), WO 98/54093 (published December 3. 1998). 
WO 98/02438 (published January 22. 1998), WO 99/16755 (published April 8, 1999). and WO 
98/02437 (published January 22, 1998), ail of which are herein incorporated by reference in their 
entirety. Other examples of some specific VEGF inhibitors are IM862 (Cytran inc. of Ktrkland, 

25 Washington, USA); antnVEGF monodonal antibody of Genentech, Inc. of South San 
Francisco. California; and angiozyme, a synthetic ribozyme from Ribozyme (Boulder. 
Colorado) and Chiron (Emeryville. California). 

ErbB2 receptor inhibitors, such as CP-724.714 (Pfizer, Inc.). GW-282974 (Glaxo 
Wellcome pfc), and the monoclonal antibodies AR-209 (Aronex Pharmaceuticals inc. of The 

30 Woodlands, Texas, USA) and 2B-1 (Chiron), may be administered in combination with a 
compound of formula 1. Such erbB2 inhibitors include those described in WO 98/02434 
(published January 22, 1998), WO 99/35146 (published July 15, 1999), WO 99/35132 
(published July 15, 1999), WO 98/02437 (published January 22, 1998), WO 97/13760 
(published April 17, 1997), WO 95/19970 (published July 27, 1995), United States Patent 

35 5,587,458 (issued December 24, 1996), and United States Patent 5,877,305 (issued March 2, 
1999), each of which is herein incorporated by reference in its entirety. Ert>B2 receptor 
inhibitors useful In the present invention are also described in United States Provisional 



BNSOOCIO: <WO 2 0(*0S67a6A2 J > 



WO 2004/056786 



-28- 



PCT/IB2003/006O55 



Application No. 60/117,341, fifed January 27. 1999. and in United States Provisional 
Application No. 60/117.346, fled January 27, 1999, both of which are herein incorporated by 
reference' in their entirety. 

Other antiproliferative agents that may be used with the compounds of the present 
5 invention include inhibitors of HDI (CI-994. Pfizer Inc.), MEK (CH040, Pfizer Inc.), the enzyme 
famesyl protein transferase and the receptor tyrosine kinase PDGFr, including the compounds 
disclosed and daimed in the foflowing United States patent applications: 09/221946 (filed 
December 28, 1998); 09/454058 (filed December 2, 1999); 09/501163 (filed February 9, 
2000); 09/539930 (filed March 31, 2000); 09/202796 (filed May 22. 1997); 09/384339 (filed 

10 August 26. 1999); and 09/383755 (filed August 26, 1999); and the compounds disclosed and 
claimed in the following United States provisional patent applications: 60/168207 (filed 
November 30, 1999); 60/170119 (filed December 10, 1999); 60/177718 (filed January 21, 
2000); 60/168217 (filed November 30, 1999), and 60/200834 (filed May 1, 2000). Each of the 
foregoing patent applications and provisional patent applications is herein incorporated by 

1 5 reference in their entirety. 

A compound of formula 1 may also be used with other agents useful in treating 
abnormal cell growth or cancer, including, but not limited to, agents capable of enhancing 
antitumor immune responses, such as CTLA4 (cytotoxic lymphocfte antigen 4) antibodies, and 
other agents capable of blocking CTLA4; and antiproliferative agents such as other famesyl 

20 protein transferase inhibitors, for example the famesyl protein transferase inhibitors described 
in the references cited in the 'Background* section, supra. Specific CTLA4 antibodies that 
can be used in the present Invention include those described in United States Provisional 
Application 60/1 13,647 (filed December 23, 1998) which is herein incorporated by reference in 
its entirety. 

25 "Abnormal cell growth", as used herein, unless otherwise indicated, refers to cell growth 

that is independent of normal regulatory mechanisms (e.g., loss of contact inhibition). This 
includes the abnormal growth of: (1) tumor cells (tumors) that proliferate by expressing a 
mutated tyrosine kinase or overexpresston of a receptor tyrosine kinase; (2) benign and 
malignant cells of other proliferative diseases in which aberrant tyrosine kinase activation occurs; 

30 (4) any tumors that proliferate by receptor tyrosine kinases; (5) any tumors that proliferate by 
aberrant serine/threonine kinase activation; and (6) benign and malignant cells of other 
proliferative diseases in which aberrant serine/threonine kinase activation occurs.. 

The term treating", as used herein, unless otherwise indicated, means reversing, 
alleviating, inhibiting the progress of, or preventing the disorder or condition to which such term 

35 appBes, or one or more symptoms of such disorder or condition. The term treatment", as used 
herein, unless otherwise indicated, refers to the act of treating as treating' is defined 
immediately above. 
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The term 'halo", as used herein, unless otherwise indicated, includes fluoro, chloro, 
bromo or iodo. Preferred halo groups are fluoro and chloro. 

The term 'alky!', as used herein, unless otherwise indicated, includes saturated 
monovalent hydrocarbon radicals having straight, cyclic (including mono- or multi-cyclic 
5 moieties) or branched moieties. It is understood that for said alkyt group to include cycfic 
moieties it must contain at least three carbon atoms. 

The term "cycioalkyf, as used herein, unless otherwise indicated, includes saturated 
monovalent hydrocarbon radicals having cyclic (including mono- or multi-cyclic) moieties. 

The term "aikenyf, as used herein, unless otherwise indicated, includes alkyl groups, as 
1 0 defined above, having at least one carbon-carbon double bond. 

The term 'alkynyT, as used herein, unless otherwise indicated, includes alkyl groups, as 
defined above, having at least one carbon-carbon triple bond. 

The term "aryl\ as used herein, unless otherwise indicated, includes an organic 
radical derived from an aromatic hydrocarbon by removal of one hydrogen, such as phenyl or 
15 naphthyl. 

The term 'alkoxy*. as used herein, unless otherwise indicated, includes -O-alkyl 
groups wherein alkyl is as defined above. 

The term "4 to 10 membered heterocyclic", as used herein, unless otherwise indicated, 
includes aromatic and non-aromatic heterocyclic groups containing one or more heteroatoms 

20 each selected from O, S and N, wherein each heterocyclic group has from 4 to 10 atoms in its 
ring system. Non-aromatic heterocyclic groups include groups having only 4 atoms in their ring 
system, but aromatic heterocyclic groups must have at least 5 atoms in their ring system. The 
heterocyclic groups include benzo-fused ring systems and ring systems substituted with one or 
more oxo moieties. An example of a 4 membered [heterocyclic group is azetidinyt (derived from 

25 azetidine). An example of a 5 membered heterocyclic group is thiazotyl and an example of a 
10 membered heterocyclic group is quinolinyi. Examples of non-aromatic heterocyclic groups 
are pyrrolidine, tetrahydrofuranyl, tetrahydrothienyl, tetrahydropyranyl, tetrahydrothiopyranyl, 
piperidino. morpholino, thiomorpholino, thioxanyt, piperazinyt, azetidinyl, oxetanyl, thietanyl, 
homopiperidinyl, oxepanyl, thiepanyl, oxazepinyl, diazepinyl, thiazepinyl, 1,2,3,6- 

30 tetrahydropyridinyl, 2-pyrrolinyl. 3-pyrrolinyl, indolinyl, 2H-pyranyf, 4H-pyranyl, dioxanyl, 1.3- 
dioxolanyl, pyrazolinyl, dithianyl, dithiolanyl, dihydropyranyl, dihydrothienyl, dihydrofuranyl, 
pyrazolidinyl, imkJazolinyl, imidazolidinyl, 3-azabicyclo[3.1 .OJhexanyt, 3- 
azabicydo[4.1.0Jheptanyl, 3H-indolyl and quinoli?inyl. Examples of aromatic heterocyclic 
groups are pyridinyl, imkJazolyl, pyrimidinyl, pyrazolyl, triazolyl. pyrazinyl, tetrazolyl, furyf, 

35 thienyl, isoxazolyl. thiazolyl, oxazdyl, isothiazolyl. pyrrolyl, quinolinyi. isoquinolinyl, indolyl, 
benzimidazolyl, benzofuranyt, cirmolinyl, indazolyl, indolizinyl, phthalazinyl, pyridazinyl, triazinyl, 
isoindolyt, pteridinyl, purinyl, oxadiazolyl, thiadiazolyl, furazanyl, benzofurazanyl, 
benzothiophenyl, benzothiazolyt, benzoxazolyl, quinazolinyl, quinoxalinyl, naphthyridinyl, and 
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furopyrfdinyl. The foregoing groups, as derived from the compounds listed above, may be C- 
attached or N-attached where such is possible. For instance, a group derived from pyrrole may 
be pyrroM -yi (N-attached) or pyrrol-3-yi (C-attached). 

The term "Me" means methyl, "Et" means ethyl, and "Ac" means acetyl. 
5 In the definition of X 1 above, the -(CR'rV and (CR w R 17 K moieties, and other similar 

moieties, as indicated above, may vary in their definition of R\ R 2 , R 18 and R 17 for each 
iteration of the subscript (ie, m, k, etc) above 1 . Thus, -(CR'r 2 ^- may include -CH 2 C(Me)(Et>- 
where m is 2. 

The phrase "pharmaceutical^ acceptable salt(s)" ( as used herein, unless otherwise 

10 indicated, includes salts of acidic or basic groups which may be present in the compounds of the 
present invention. The compounds of the present invention that are basic in nature are capable 
of forming a wide variety of salts with various inorganic and organic acids. The acids that may be 
used to prepare pharmaceutical acceptable acid addition salts of such basic compounds of are 
those that form non-toxic acid addition salts. La, salts containing pharmacologically acceptable 

15 anions, such as the hydrochloride}, hydrobromlde, hydroiodide, nitrate, sulfate, bisulfate, 
phosphate, acid phosphate, isonfeotinate, acetate, lactate, salicylate, citrate, acid citrate, tartrate, 
pantothenate, bitartrate, ascorbate, succinate, maleate, gentisinate, fumarate, gluconate, 
glucuronate, saccharate, formate, benzoate, glutamate, methanesulfonate, ethanesulfonate, 
benzenesulfonate, p-toluenesulfonate and pamoate [La, 1 , 1 '-methylene-bis-(2-hydroxy-3- 

20 naphthoate)] salts. The compounds of the present invention that include a basic moiety, such as 
an amino group, may form pharmaceutical^ acceptable salts with various amino acids, in 
addition to the acids mentioned above. 

Those compounds of the present invention that are acidic in nature are capable of 
forming base salts with various pharmacologically acceptable cations. Examples of such salts 

25 include the alkali metal or alkaline earth metal salts and, particularly, the calcium, magnesium, 
sodium and potassium salts of the compounds of the present invention. 

Certain functional groups contained within the compounds of the present invention can 
be substituted for bloisostedc groups, that is, groups which have simiar spatial or electronic 
requirements to the parent group, but exhibit differing or improved physicochemicaf or other 

30 properties. Suitable examples are well known to those of skill in the art and include, but are not 
limited to moieties described in Patini et al., Chem. Rev, 1996, 96, 3147-3176 and references 
cited therein. 

The compounds of the present invention have asymmetric centers and therefore exist 
in different enantiomeric and diastereomenc forms. This invention relates to the use of all 
35 optical isomers and stereoisomers of the compound? of the present invention, and mixtures 
thereof, and to all pharmaceutical compositions and methods of treatment that may employ or 
contain them. The compounds of formula 1 may also exist as tautomers. This invention 
relates to the use of all such tautomers and mixtures thereof. 
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The subject invention also includes isotopically-tabelled compounds, and the 
pharmaceutical ly acceptable salts, solvates and prodrugs thereof, which are identical to those 
recited in formula 1, but for the fact that one or more atoms are replaced by an atom having 
an atomic mass or mass number different from the atomic mass or mass number usually 
5 found in nature. Examples of isotopes that can be incorporated into compounds of the 
invention include Isotopes of hydrogen, carbon, nitrogen, oxygen, phosphorous, fluorine and 
chlorine, such as 2 H, *H. 13 C. 14 C, 15 N, 18 O t n O, ^S, ia F, and ^Cl, respectively. Compounds 
of the present invention, prodrugs thereof, and pharmaceutical^ acceptable salts of said 
compounds or of said prodrugs which contain the aforementioned isotopes and/or other 

10 isotopes of other atoms are within the scope of this invention. Certain isotopicafly-labelled 
compounds of the present invention, for example those into which radioactive isotopes such 
as 3 H and M C are incorporated, are useful in drug and/or substrate tissue distribution assays. 
Tritiated, i.e., 3 H. and carton- 14, i.e., U C. isotopes are particularly preferred for their ease of 
preparation and detectability. Further, substitution with heavier isotopes such as deuterium, 

15 i.e., 2 H, can afford certain therapeutic advantages resulting from greater metabolic stability, for 
example increased in vivo half-life or reduced dosage requirements and, hence, may be 
preferred in some circumstances. Isotopically labelled compounds of formula 1 of this 
invention and prodrugs thereof can generally be prepared by canying out the procedures 
disclosed in the Schemes and/or in the Examples and Preparations below, by substituting a 

20 readily available isotopically labelled reagent for a non-isotopicaily labelled reagent 

This invention also encompasses pharmaceutical compositions containing and methods 
of treating bacterial infections through administering prodrugs of compounds of the formula 1. 
Compounds of formula 1 having free amino, amido, hydroxy or carboxylic groups can be 
converted into prodrugs. Prodrugs include compounds wherein an amino acid residue, or a 

25 polypeptide chain of two or more (e.g.. two, three or four) amino acid residues is covalently 
joined through an amide or ester bond to a free amino, hydroxy or carboxylic acid group of 
compounds of formula 1. The amino acid residues include but are not limited to the 20 naturally 
occurring amino acids commonly designated by three letter symbols and also includes 4- 
hydroxyprofine, hydroxyzine, demosine, isodemosine, 3-methyihistidine. norvalin, beta-atanine, 

30 gamma-aminobutyric add, dtrulline homocysteine, homoserine, ornithine and methionine 
sulfone. Additional types of prodrugs are also encompassed. For instance, free carfroxyf groups 
can be derivatized as amides or alky! esters. Free hydroxy groups may be derivatized using 
groups including but not limited to hemisuccinates, phosphate esters, dimethylamlnoacetates, 
and phosphoryk>xymethyioxycartx>nyte, as outlined in Advanced Drug Delivery Reviews, 1998, 

35 1 9, 115. Carbamate prodrugs of hydroxy and amino groups are also included, as are carbonate 
prodrugs, sulfonate esters and sulfate esters of hydroxy groups. Derivatization of hydroxy 
groups as (acytoxy)methyl and (acytoxy)ethyl ethers wherein the acyl group may be an alky* 
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ester, optionally substituted with groups Including but not limited to ether, amine and carboxyiic 
acid functionalities, or where the acyf group is an amino acid ester as described above, are also 
encompassed. Prodrugs of this type are descrtoed in J. Med. Chem. 1996, 39, 10. Free amines 
can also be derivatized as amides, sulfonamides or phosphonamides. AM of these prodrug 
5 moieties may incorporate groups Including but not limited to ether, amine and carboxyfic add 
functionalities. 

Detailed Description Of The Invention 
The compounds of formula 1 can be prepared using the following synthetic scheme 1. 
The substituents in scheme 1 have the same meaning as the substituents defined for formula 1. 
10 The substituent Lg In the compounds of formulas 2 and 4 is a leaving group. Leaving groups are 
weft-known to those of ordinary skill in the art Applicants also direct the reader's attention to the 
Experimental section for particular examples of leaving group employed in the preparation of the 
compounds of the present invention. 




6 



15 Scheme 1 * 

Necessary starting materials may be purchased and used directly or alternatively, 
starting materials can be prepared by one skilled in the art utilizing known procedures obtained 
from standard chemistry references (such as. Organic Synthesis (McGraw Hill) Michael Smith). 
It is understood that starting materials may be optionally protected as to not interfere with a 

20 desired chemical reaction (see Protecting Groups in Organic Synthesis (Wfley-lntersdence), 
Green and Wutts), Subsequent de-protection of potentially interfering functional group may be 
effected at a later appropriate time to obtain the necessary desired material. A pyrimidine of the 
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general formula I may be purchased or prepared from known materials by one skilled in the art 
Lg is defined as a displaceabie leaving group that includes halogens and sulfonyt groups. 

Using methods known in the literature by one skilled in the art, a pyrimidine of formula 2 
may be reacted together with a compound of formula 3, optionally In the presence of a suitable 
5 base and optionally in the presence of a suitable inert solvent and at a temperature range of OoC 
to 150°C. Suitable bases employed may be the following but not limited to (i) organic bases, for 
example triethylamine, or diisopropylethylamine and (ii) inorganic bases such as potassium 
carbonate or cesium carbonate. The reaction may be performed neat or carried out in a suitable 
inert solvent Examples of suitable inert solvents are but not limited to tetrahydrofuran, 1,4- 

10 dioxane, dimethytformamkte, n-methyf pyrrol kfin-2-one, ethanol, butand, dichloromethane, or 
acetonitrile. Followed by the next reaction m which pyrimidine of formula 4 may be reacted 
together with amine compounds of formula IV optionally in the presence of a suitable base and 
optionally in the presence of a suitable inert solvent and at a temperature range of 0°C to 150°C 
conveniently at or near reflux to obtain compounds of formula 6. The reaction may be performed 

15 neat or optionally carried out in a suitable inert solvent Examples of suitable inert solvents are 
but not limited to tetrahydrofuran, 1,4-dioxane, dimethytformamide, n-methyt pyrrdidin-2-one, 
ethanol, butanol, dichloromethane, dimethyl sulfoxide or acetonitrile. 

Compounds of formula 6, if optional protecting groups are present would be removed 
using standard techniques well-known to those of ordinary skill in the art see for example, 

20 Protecting Groups in Organic Synthesis (W Bey-lnterscience), Green and Wutts. These methods 
are known to those skilled in the art and include a) removal of a protecting group by methods 
outlined in T. W. Greene and P.G.M. Wuts, "Protective Groups in Organic Synthesis', Second 
Edition, John Wiley and Sons, New York, 1991; b) displacement of a leaving group (halide, 
mesylate, tosylate. etc) with a primary or secondary amine, thiol or alcohol to form a secondary 

25 or tertiary amine, thioether or ether, respectively: c) treatment of phenyl (or substituted phenyl) 
carbamates with primary of secondary amines to form the corresponding ureas as in 
Thavonekham, B et al. Synthesis (1997), Ifi, pi 189; d) reduction of propargyi or homopropargyt 
alcohols or N-BOC protected primary amines to the corresponding E-aOyfic or E-homoallylic 
derivatives by treatment with sodium bis(2-methoxyethoxy)a1ummum hydride (Red-AI) as in 

30 Denmark. S. E.; Jones, T. K. J. Org. Chem, (1982) 47, 4595-4597 or van Benthem, R. A. T. 
M.; Michels, J. J.; Speckamp, W. N. Synlett (1994), 368-370; e) reduction of alkynes to the 
corresponding Z-aJkene derivatives by treatment hydrogen gas and a Pd catalyst as in Tom assy, 
B. et. al. Synth. Commun. (1998), 28, p1201 f) treatment of primary and secondary amines with 
an isocyanate, acid chloride (or other activated carboxyfic acid derivative), alkyl/aryl 

35 chtoroformate or sulfonyt chloride to provide the corresponding urea, amide, carbamate or 
sulfonamide; g) reductive aminaiion of a primary or secondary amine using R'CHtO); and h) 
treatment of alcohols with an isocyanate, acid chloride (or other activated carboxyfic acid 
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derivative), alkytfaryl chloroformate or sulfonyl chloride to provide the corresponding carbamate, 
ester, carbonate or sulfonic acid ester. 

The compounds of the present invention may have asymmetric carbon atoms. 
Diasteromeric mixtures can be separated into their individual diastereomers on the basis of their 
5 physical chemical differences by methods known to those skilled in the art, for example, by 
chromatography or fractional crystallization. Enantiomers can be separated by converting the 
enantiomeric mixtures into a diastereomric mixture by reaction with an appropriate optically 
active compound (e.g., alcohol), separating the diastereomers and converting (e.g., hydroiyzing) 
the individual diastereomers to the corresponding pure enantiomers. Afl such isomers, including 
. 10 diastereomeric mixtures and pure enantiomers are considered as part of the invention. 

The compounds of formulas 1 that are basic in nature are capable of forming a wide 
variety of different salts with various inorganic and organic acids. Although such salts must be 
pharmaceutical^ acceptable tor administration to animals, it is often desirable in practice to 
initially isolate the compound of formula 1 from the reaction mixture as a pharmaceutical^ 

15 unacceptable salt and then simply convert the latter back to the free base compound by 
treatment with an alkaline reagent and subsequently convert the latter free base to a 
pharmaceutical^ acceptable acid addition sal The acid addition salts of the base compounds of 
this invention are readily prepared by treating the base compound with a substantially equivalent 
amount of the chosen mineral or organic acid in an aqueous solvent medium or in a suitable 

20 organic solvent, such as methanol or ethanol. Upon careful evaporation of the solvent, the 
desired solid salt is readily obtained. The desired acid salt can also be precipitated from a 
solution of the free base in an organic solvent by adding to the solution an appropriate mineral or 
organic acid. 

Those compounds of formula 1 that are acidic in nature are capable of forming base 
25 salts with various pharmacologically acceptable cations. Examples of such salts include the 
alkali metal or alkaline-earth metal salts and particularly, the sodium and potassium salts. These 
salts are all prepared by conventional techniques. The chemical bases which are used as 
reagents to prepare the pharmaceutical^ acceptable base salts of this invention are those which 
form non-toxic base salts with the acidic compounds of formula 1 . Such non-toxic base salts 
30 include those derived from such pharmacologically acceptable cations as sodium, potassium 
calcium and magnesium, etc. These satis can easily be prepared by treating the corresponding 
acidic compounds with an aqueous solution containing the desired pharmacologically acceptable 
cations, and then evaporating the resulting solution to dryness, preferably under reduced 
pressure. Alternatively, they may aiso be prepared by mixing Iowa- alkanolic solutions of the 
35 acidic compounds and the desired alkali metal afkoxide together, and then evaporating the 
resulting solution to dryness in the same manner as before. In either case, stoichiometric 
quantities of reagents are preferably employed in order to ensure completeness of reaction and 



BKSDOOD: <-W O 2gytOS67tt6A2 i_> 



WO 2004/056786 



PCIYIB2003/006055 



-35- 

maximum yields of the desired final product Since a single compound of the present invention 
may include more than one acidic or basic moieties, the compounds of the present invention 
may include mono, di or tri-salts in a single compound. 

The compounds of the present Invention are potent inhibitors of the FAK protein tyrosine 
5 kinases, and thus are all adapted to therapeutic use as antiproliferative agents (e.g. . anticancer), 
antitumor (e.g., effective against solid tumors), antiangiogenesis (e.g., stop or prevent 
proJiferationation of Wood vessels) In mammals, particularly in humans. In particular, the 
compounds of the present invention are useful in the prevention and treatment of a variety of 
human hyperproTfferatfve disorders such as malignant and benign tumors of the liver, kidney, 

10 bladder, breast, gastric, ovarian, colorectal, prostate, pancreatic, lung, vulval, thyroid, hepatic 
carcinomas, sarcomas, glioblastomas, head and neck, and other hyperplastic conditions such as 
benign hyperplasia of the skin psoriasis) and benign hyperplasia of the prostate (e.g. . 
BPH). It is, in addition, expected that a compound of the present invention may possess activity 
against a range of leukemlas and lymphoid malignancies. 

15 In one preferred embodiment of the present invention cancer is selected from lung 

cancer, bone cancer, pancreatic cancer, gastric, skin cancer, cancer of the head or neck, 
cutaneous or intraocular melanoma, uterine cancer, ovarian cancer, gynecological, rectal 
cancer, cancer of the anal region, stomach cancer, colon cancer, breast cancer, uterine cancer, 
carcinoma of the fallopian tubes, carcinoma of the endometrium, carcinoma of the cervix, 

20 carcinoma of the vagina, carcinoma of the vulva, Hodgkin's Disease, cancer of the esophagus, 
cancer of the small intestine, cancer of the endocrine system, cancer of the thyroid gland, cancer 
of the parathyroid gland, cancer of the adrenal gland, sarcoma of soft tissue, cancer of the 
urethra, cancer of the penis, squamous cell, prostate cancer, chronic or acute leukemia, 
lymphocytic lymphomas, cancer of the bladder, cancer of the kidney or ureter, renal cell 

25 carcinoma, carcinoma of the renal pelvis, neoplasms of the central nervous system (CNS), 
primary CNS lymphoma, spinal axis tumors, brain, pituitary adenoma, or a combination of one or 
more of the foregoing cancers. 

In a more preferred embodment cancer is selected a solid tumor, such as, but not 
limited to, breast, lung, colon, brain, prostate, stomach, pancreatic, ovarian, skin (melanoma). 

30 endocrine, uterine, testicular, and bladder. 

The compounds of the present invention may also be useful in the treatment of 
additional disorders in which aberrant expression ligand/receptor interactions or activation or 
signalling events related to various protein tyrosine kinases, are involved. Such disorders may 
include those of neuronal glial, astrocyte!, hypothalamic, and other glandular, macrophagal, 

35 epithelial, stromal, and blastocoetic nature in which aberrant function, expression, activation or 
signaling of the erbB tyrosine kinases are involved. In addition, the compounds of the present 
invention may have therapeutic utility in inflammatory, angiogenic and immunologic disorders 
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involving both identified and as yet unidentified tyrosine kinases that are inhtoited by the 
compounds of the present invention. 

The in vitro activity of the compounds of formula 1 may be determined by the following 
procedure. More particularly, the following assay provides a method to determine whether 
5 compounds of the formula 1 inhibit the tyrosine kinase activity of the catalytic construct 
FAK(41 0-689). The assay is an ELlSA-based format, measuring the Inhibition of poty^lu-tyr 
phosphorylation by FAK<41 0-689). 

The assay protocol has three parts: 

I. Purification and cleavage of His-FAK(41 0-689) 
10 II. FAK410-689 (a.k.a. FAKcd) Activation 

III. FAKcd Kinase ELISA 

Materials: 

-Ni-NTA agarose (Qiagen) 
-XK-16 column (Amersham-Pharmacia) 
15 -300 mM Imidazole 

-Supendex 200 HiLoad 16/60 prep grade column (Amersham Biotech.) 
-Antibody: Anti-Phosphotyrosine HRP-Conjugated Py20 (Transduction labs). 
•FAKcd: Purified and activated in house 

-TMB Microwell Peroxidase Substrate (Oncogene Research Products #CL07) 
20 -BSA: Sigma #A3294 

-Tween-20: Sigma #P1379 
-OMSO: Sigma #D-5879 
-D-PBS: Gfoco #14190-037. 

Reaoents far Purification: 
25 -Buffer A: 50mM HEPES pH 7.0, 

500mM NaCI, 
O.lmMTCEP 

CompteteTM protease inhibitor cocktail tablets (Roche) 
-Buffer B: 25mM HEPES pH 7.0, 
30 400mM NaCI 

O.lmMTCEP. 
-Buffer C: 10mM HEPES pH 7.5, 
200m M Ammonium Sulfate 
O.lmMTCEP. 

35 Reaoents for Activation 

-FAK(41 0-689): 3 tubes of frozen aliquots at 150ul/tube for a total of 450ul at 1.48 
mg/ml (660ug) 
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-His-5ft<249-524): -0.74 mgfrnl stock in 10mM HEPES. 200mM (NH4)2S04 

-Src reaction buffer (Upstate Biotech): 

100mMTris-HCIpH72 t 

125mM MgCfe. 
5 25 mM MrO* 

2mM EOTA, 

250uMNajVO«, 

2mM DTT 
-Mn2+/ATP cocktaH (Upstate Biotech) 
10 75mMMnCI 2 

500 uM ATP 

20mM MOPS pH 7.2 

1mM Na3V0 4 

25mM ct-glycerot phosphate 
15 5mM EGTA 

ImM DTT 
-ATP: 150mM stock 
-MgCJ* 1 M Stock 
-DTT: 1M stock 

20 Reagents for FAKcd EMSA 

-Phosphorylation Buffer 

50mM HEPES, pH 7.5, 
125mMMaCI. 
48mMMgCI 2 
25 -Wash Buffer TBS + 0.1% Tween-20. 

•Blocking Buffer. 

Tris Buffer Saline. 
3%BSA, 

0.05% Tween-20. filtered. 
30 -Plate Coating Buffer 

50mg/ml Poly-Glu-Tyr (Sigma #P0275) in Phosphate buffer Saline (DPBS). 
-ATP: 0.1M ATP In HjO or HEPES. pH7. 
Note: ATP Assay Buffer 

Make up as 75 uM ATP in PBS. so that 80 ul in 
35 120 ul reaction volume=50uM final ATP concentration. 

I. Purification of His-FAKcd<4 10-6891 
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1. Resuspend 130 g baculovirus cefi pasta containing the over expressed His- 
FAKcd4 1 0-669 recombinant protein In 3 volumes (400ml) of Buffer A, 

2. Lyse cells with one pass on a microfluidizer 

3. Remove cell debris by centrifugation at 40C for 35 minutes at 14,000 rpm in a 
5 Sorval SLA-1500 rotor. 

4. Transfer the supernatant to a dean tube and add 6.0 ml of Ni-NTA agarose 
(Qiagen) 

5. Incubate the suspension with gentle rocking at 40°C for 1 hour 

6. Centrifuge suspension at 700 x g in a swinging bucket rotor. 

10 7. Discard the supernatant and resuspend the agarose beads in 20.0 ml of Buffer A 

8. Transfer the beads to an XK-16 column (Amersham-Pharmada) connected to a 
FPLCTM 

9. Wash the agarose-beads with 5 column volumes of Buffer A and etute off the 
column with a step gradient of Buffer A containing 300mM Imidizole. 

15 10. Perform a buffer exchange of the etuted fractions Into Buffer B 

11. Following buffer exchange, pool the fractions and add thrombin at a 1:300 (w/w) 
ratio and incubated overnight at 13°C to remove the N-termina! His-tag (His- 
FAK410-698 FAK410S89 (ak.a. FAKcd)). 

12. Add the reaction mixture back onto the NhMTA column equilibrated with Buffer A 
20 and collect the flow-through. 

13. Concentrate the flow-through down to 1 .7 ml and toad directly onto a Superdex 200 
HrLoad 16/60 prep grade column equflibrated with Buffer C. The desired protein 
eiutes between 85 - 95 ml. 

14. AKquot the FAKcd protein and store frozen at -80°C 
25 II. FAK activation 

1 . To 450ul of FAK(410-689) at 1 .48 mg/irnl (660ug) add the following: 

30u) of 0.037 mg/m! (1uM) His-Src(249-524) 
30ulof7.5mMATP 

12ulof20mM MgCI 2 
30 10u) Mn2+/ATP cocktail (Upstate Biotech.) 

4ulof6.7mMDTT 

60uf Src Reaction Buffer (UpState Biotech.) 

2. Incubate Reaction for at least 3 hours at room temperature 

At time to, almost all of the FAK(410-689) is singly phosphorylated. The second 
35 phosphorylation is stow. At t 120 {t = 1 20 minutes), add 1 0ul of 1 50 mM ATP. 
To = (Start) 90% singly phosphorylated FAK(410-689) (1 PCM) 
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T43 = (43 min) 65% singly phosphorytated (1 PCM). 35% doubly phosphorytated (2 

P04) 

T90 = (90 min)45% 1 P04, 55% 2 P04 
T lS0 =15%1PO4,85%2PO4 
5 T 2I0 = <10% 1 PCM, >90% 2 P04 desalted sample 

3. Add 180 ul alkjuots of the desalted material to NiNTA spin column and 
incubate on spin column 

4. Spin at 10k rpm (mterofoge), for 5 min to isolate and collect flow through 
(Activated FAK(41 0-689)) and remove His-Src (captured on column) 

10 IIL FAKcd Kinase ELISA 

1 . Coat 96-well Nunc MaxiSorp plates with poly-glu-tyr (pGT) at 10 ug/weB: Prepare 

10 ug/ml of pGT in PBS and aliquot 100 ut/Vvei). Incubate the plates at 37°C 

overnight, aspirate the supernatant, wash the plates 3 times with Wash Buffer, and 

flick to dry before storing at 4°C. 
15 2. Prepare compound stock solutions of 2.5 mM In 100% DMSO. The stocks are 

subsequently diluted to 60X of the final concentration in 100% DMSO, and diluted 

1 :5 in Kinase Phosphorylation Buffer. 
3. Prepare a 75 uM working ATP solution in Kinase phosphorylation buffer. Add 80 ui 

to each well for a final ATP concentration of 50 uM. 
20 4. Transfer 10 ul of the diluted compounds (0.5k>g serial dilutions) to each well of the 

pGT assay plate, running each compound in triplicates on the same plate. 

5. Dflute on ice, FAKcd protein to 1:1000 in Kinase Phosphorylation Buffer. Dispense 
30 ul per weB. 

6. Note: Linearity and the appropriate dilution must be pro-determined for each batch 
25 of protein. The enzyme concentration selected should be such that quantitation of 

the assay signal win be approximately 0.8-1 .0 at OD4S0, and in the linear range of 
the reaction rate. 

7. Prepare both a No ATP control (noise) and a No Compound Control (Signal): 

8. (Noise) One Hank row of wells receives 10 ul of 1:5 diluted compounds in DMSO, 
30 80ul of Phosphorylation buffer (minus ATP), and 30 ul FAKcd solution. 

9. (Siganl) Control wells receive 10 ul of 1:5 diluted DMSO (minus Compound) in 
Kinase phosphorylation buffer. 80 ul of 75 uM ATP, and 30 ul of 1:1000 FAKcd 
en2yme. 

10. Incubate reaction at room temperature for 15 minutes with gentle shaking on a 
35 plate shaker. 

11. Terminate the reaction by aspirating off. the reaction mixture and washing 3 times 
with wash buffer. 
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12. Dilute phospho-tyrosine HRP-conjugated (pY20HRP) antibody to 0.250ug/ml 
(1:1000 of Stock) In blocking buffer. Dispense 100 ul per well, and incubate with 
shaking for 30min. at R.T. 

1 3. Aspirate the supernatant and wash the plate 3 times with wash buffer. 

5 14. Add 100 ul per well of room temperature TMB solution to initiate color 

development Color development is terminated after approximately 15-30 sea by 
the addition of 1 0Oul of 0.09M H2SO4 per wel. 
1 5. The signal is quantitated by measurement of absorbance at 450nm on the BioRad 
microptate reader or a microplate reader capable of reading at OO 450 . 
10 16. Inhibition of tyrosine kinase activity would result in a reduced absorbance signal. 

The signal is typically 0.8-1.0 OD units. The values are reported as IC**, uM 
concentration. 

FAK Inducible cell-based ELISA: Final Protocol 

Materials: 

1 5 Reacti-Bind Goat Anti-Rabbit Plates 96-weJI (Pierce Product#1 51 35ZZ @1 1 5.00 USD) 

FAKpY397 rabbit polyclonal antibody (Biosource #44624 @31 5.00 USD) 
ChromePure Rabbit IgG, whole molecule (Jackson Laboratories #001-000-003 
@60/25mg USD) 

UBI aFAK done 2A7 mouse monoclonal antibody (Upstate#05-182 @ 269.00 USD) 
20 Peroxidase-conjugated AffinlPure Goat Anti-Mouse IgG (Jackson Labs #1 15-035-146 

@95/1.5ml USD) 

SuperBlock TBS (Pierce Product#37535ZZ @99 USD) 

Bovine Serum Albumin (Sigma #A-9647 @1 17.95/100 g USD) 

TMB Peroxidase substrate (Oncogene Research Products #CL07-100ml @40.00 

25 USD) 

NaaVO* Sodium Orthovanadate (Sigma #S6506 @43.95/50g USD) 
MTT substrate (Sigma # M-2128 @25.95/500mg USD) 

Growth Media: DMEM+10%FBS, P/S. Ghi. 750 ug/ml Zeocin and 50 ug/ml 
Hygromycm (Zeocin InVitrogen #R250-05 @ 725 USD and Hygromycon InVrtrogen #R220-05 
30 @ 150 USD) 

Mifepristone InVitrogen # H1 10-01 @ 125 USD 

CompleteTM EDTA-free Protease Inhibitor pellet Boehringer Mannheim #1873580 
FAK cell-based Protocol for selectivity of kinase-dependent phbsphoFAKY397 
Procedure 

35 An inducible FAK cefl-based assay in ELISA format for the screening of chemical matter 

to identify tyrosine kinase specific inhibitors was developed. The cell-based assay exploits the 
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mechanism, of the GeneSwitchTM system (InVitrogen) to exogenously control the expression 
and phosphorylation of FAK and the kinase-dependent autophosphoryiation site at residue Y397. 

Inhibition of the kinase-dependent autophosphoryiation at Y397 results in a reduced 
absorbance signal at OD45* TTie signal is typically 0.9 to 1 .5 OD 450 units with the noise falling in 
5 the range of 0.08 to 0.1 OD430 units. The values are reported as IC50S, uM concentration. 

On day 1, grow A431*FAKwt in T175 flasks. On the day prior to running the FAK cell- 
assay, seed A431«FAKwt ceils in growth media on 96-wefl U-bottom plates. Allow ceOs to sit at 
37°C, 5% CO5 for 6 to 8 hours prior to FAK induction. Prepare Mifepristone stock solution of 10 
uM in 100 % Ethanol. The stock solution is subsequently diluted to 10 X of the final 

10 concentration in Growth Media Transfer 10 u) of this dilution (final concentration of 0.1 nM 
Mifepristone) into each wefl. Allow ceils to sit at 37°C t 5% CO2 overnight (12 to 16 hours). Also, 
prepare control wells without Mifepristone induction of FAK expression and phosphorylation. 

On day 2. coat Goat Anti-Rabbit piate(s) with 3.5 ug/ml of phosphospecific FAKpY397 
polyclonal antibody prepared in SuperBiock TBS buffer, and allow plate(s) to shake on a plate 

15 shaker at room temperature for 2 hours. Optionally, control wells may be coated with 3.5 ug/ml of 
control Capture antibody (Whole Rabbit IgG molecules) prepared in SuperBiock TBS. Wash off 
excess FAKpY397 antibody 3 times using buffer. Block Anti-FAKpY397 coated piate(s) with 200 
ul per well of 3%BSA/0.5%Tween Blocking buffer for 1 hour at room temperature on the plate 
shaker. Whfle the plate(s) are blocking, prepare compound stock solutions of 5 mM in 100 % 

20 DMSO. The stock solutions are subsequently serialy diluted to 100X of the final concentration in 
100% DMSO. Make a 1:10 dilution using the 100X solution into growth media and transfer 10 ul 
of the appropriate compound dilutions to each wefl containing either the FAK Induced or 
uninduced control A431 ceDs for 30 minutes at 37°C, 5% CO* Prepare RIPA lysis buffer (50 
mM Tris-HCI, pH7.4, 1% NP-40. 025% Na-deoxycholate, 150 mM NaCI, 1 mM EDTA, 1 mM 

25 Na3V04, 1 mM NaF, and one CompteteTM EDTA-free protease inhibitor pellet per 50 ml 
solution). At the end of 30 minutes compound treatment, wash off compound 3 times using 
TBS-T wash buffer. Lyse cells with 1 00 ul/well of RIPA buffer. 

To the coated plate, remove blocking buffer and wash 3 times using TBS-T wash buffer. 
Using a 96-weIl automated mtcrodispenser, transfer 100 ul of whole ceUysate (from step 6) to 

30 the Goat Anti-Rabbit FAKpY397 coated plate(s) to capture phosphoFAKY397 proteins. Shake at 
room temperature for 2 hours. Wash off unbound proteins 3 times using TBS-T wash buffer. 
Prepare 0.5 ug/ml (1:2000 dilution) of UBI aFAK detection antibody in 3%BSA/0.5% Tween 
blocking buffer. Dispense 100 uJ of UBI aFAK solution per wel and shake for 30 minutes at 
room temperature. Wash off excess UBI aFAK antibody 3 times using TBS-T wash buffer. 

35 Prepare 0.08 ug/ml (1:5000 dilution) of secondary Anti-Mouse Peroxidase (AnWMHRP) 
conjugated antibody. Dispense 100 ul per well of the Antl-2MHRP solution and shake for 30 
minutes at room temperature. Wash off excess Anti-2MHRP antibody 3 times using TBS-T 
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wash buffer. Add 100 ul per well of room temperature TMB substrate solution to affow for color 
development Terminate the TMB reaction with 100 ul per wefl of TMB stop solution (0.09M 
M2SO4) and quantitate the signal by measurement of absorbance at 450 nm on the BtoRad 
micropJate reader. 

5 Additional FAK cell assays are hereby Incorporated by reference from Pfizer Attorney 

Docket No. PC1 1699 entitfed "INDUCIBLE FOCAL ADHESION KINASE CELL ASSAY". 

.Administration of the compounds of the present invention (hereinafter the 'active 
compound(s)") can be effected by any method that enables delivery of the compounds to the site 
of action. These methods include oral routes, intraduodenal routes, parenteral injection 
10 (including intravenous, subcutaneous, intramuscular, Intravascular or infusion), topical, and rectal 
administration. 

The amount of the active compound administered w9 be dependent on the subject 
being treated, the severity of the disorder or condition, the rate of administration, the disposition 
of the compound and the discretion of the prescribtog physician. However, an effective dosage 

15 is in the range of about 0.001 to about 100 mg per kg body weight per day, preferably about 1 to 
about 35 mg/kg/day, in single or divided doses. For a 70 kg human, this would amount to about 
0.05 to about 7 g/day. preferably about 02 to about 2.5 g/day. in some instances, dosage levels 
below the lower limit of the aforesaid range may be more than adequate, while in other cases sti 
larger doses may be employed without causing any harmful side effect, provided that such larger 

20 doses are first divided into several small doses for administration throughout the day. 

The active compound may be applied as a sole therapy or may involve one or more 
other anti-tumour substances, for example those selected from, for example, mitotic Inhibitors, 
for example vinblastine; alkylating agents, for example ds-ptatin, carboplatin and 
cyclophosphamide; anti-metabolites, for example 5-fluorouracl, cytosine arab'moside and 

25 hydroxyurea, or, for example, one of the preferred anti-metabolites disclosed in European Patent 
Application No. 239362 such as N^5^3,4^ihydro-2^ethy^ 

methylamino]-2-thenoyl)-L-glutamic acid; growth factor inhibitors; cell cycle inhibitors; 

intercalating antibiotics, for example adriamycin and bleomycin; enzymes, for example interferon; 

and anti-hormones, for example anti-estrogens such as Nolvadex™ (tamoxifen) or. for example 
30 anti-androgens such as Casodex™ (^K^arK^^twoph^ 

(trifiuoromemyi)propionanilide). Such conjoint treatment may be achieved by way of the 

simultaneous, sequential or separate dosing of the individual components of the treatment 

The pharmaceutical composition may, for example, be in a form suitable for oral 

administration as a tablet capsule, pill, powder, sustained release formulations, solution, 
35 suspension, for parenteral injection as a sterile solution, suspension or emulsion, for topical 

administration as an ointment or cream or for rectal administration as a suppository. The 

pharmaceutical composition may be in unit dosage forms suitable for single administration of 
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precise dosages. The pharmaceutical composition wDI include a conventional pharmaceutical 
earner or exdpient and a compound according to the invention as an active ingredient In 
addition, it may include other medicinal or pharmaceutical agents, carriers, adjuvants, etc. 

Exemplary parenteral administration forms include solutions or suspensions of active 
5 compounds in sterile aqueous solutions, for example, aqueous propylene glycol or dextrose 
solutions. Such dosage forms can be suitably buffered, if desired. 

Suitable pharmaceutical carriers include inert diluents or fillers, water and various 
organic solvents. The pharmaceutical compositions may, if desired, contain additional 
ingredients such as flavorings, binders, exdpients and the like. Thus for oral administration, 

10 tablets containing various exdpients, such as citric acid may be employed together with various 
disintegrants such as starch, alginte acid and certain complex siicates and with binding agents 
such as sucrose, gelatin and acacia. Additionally, lubricating agents such as magnesium 
stearate, sodium teuryi sulfate and talc are often useful for tableting purposes. Solid 
compositions of a similar type may also be employed jh soft and hard filled gelatin capsules. 

15 Preferred materials, therefor, include lactose or mlk sugar and high molecular weight 
polyethylene glycols. When aqueous suspensions or elixirs are desired for oral administration 
the active compound therein may be combined with various sweetening or flavoring agents, 
coloring matters or dyes and, if desired, emulsifying agents or suspending agents, together with 
diluents such as water, ethanol, propylene glycol, glycerin, or combinations thereof. 

20 Methods of preparing various pharmaceutical compositions with a specific amount of 

active compound are known, or will be apparent, to those skiled in this art For examples, see 
Remington* Pharmaceutical Sciences. Mack Publishing Company, Easter, Pa, 15th Edition 
(1975). 

The examples and preparations provided below further illustrate and exemplify the 
25 compounds of the present invention and methods of preparing such compounds. It is to be 
understood that the scope of the present invention is not limited in any way by the scope of the 
foiowing examples and preparations. In the following examples molecules with a single chtral 
center, unless otherwise noted, exist as a racemic mixture. Those molecules with two or 
more chtral centers, unless otherwise noted, exist as a racemic mixture of diastereomers. 
30 Single enantiomers/diastereomers may be obtained by methods known to those skilled in the 
art. 
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Genflyal Metfcxfr 

Method A 

General method for introducti on of a otoud at C-4 
(5-Bromo-2-<frlQro^vrimidi^ 




A mixture of 5-Bromo-2,4-dk*loropyrtmfdine (5.00 g, 22.0 mmol). dHsopropyt 
ethylamine (3.91 mL. 22.4 mmol) and p-toluidine (2.40 g, 22.4 mmol) In rvbutanol (50.0 mL) 
was heated to 105°C under nitrogen for three hours. The reaction was allowed to cool to 
room temperature. The resulting mixture was poured Into ethyl acetate and extracted with 1 N 

10 NaOH. The aqueous layer was removed and the organic layer was washed with water, dried 
over magnesium sulfate, filtered and evaporated under reduced pressured. To the resulting 
oily residue, diethyl ether was added and the mixture was then cooled to 0° C. HCt (4.0 M in 
dtoxane) was added dropwise. The resulting white solid was filtered and dried. The salt was 
suspended in a mixture of water and ethyl acetate. The pH of the aqueous layer was then 

15 adjusted to 9 with 1N NaOH and extracted. The aqueous layer was further extracted with 
ethyl acetate. The organic layers were combined, dried over magnesium sulfate, filtered and 
evaporated under reduced pressure to afford 5-Bromo-2-<^ioro-pyrimidrrM-yl)^olyl-amine 
(3.62 g, 55%) as a white solid: C,iH 9 BrCIN 3 . GC/MS: ret Time = 4.65 min, mfe 296/298/300; 
g.l.c. purity. 100%; TLC R, 0.58 (20% Ethyl acetate/hexanes); *H NMR (de-OMSO) 6 9.21 

20 (s, 1H). 8.39 (s, 1H), 7.35 (d. J = 8.4 Hz. 2 H). 7.16 (d, J = 8.4 Hz. 2 H). 2.27 (s. 3 H) ppm. 
. Method B 

General method for introduction of a group at C-4 
(2-Chlcyo-5-fluorc>-p^ 

To a solution of 5-fluoit>-2.4^ichloropyrimrdjne (1.5 g; 9 mmol) in THF (25 mL) was 
25 added triethylamine (1.1 eq). followed by dropwise addition of 2-(aminomethyl)pyridine (0.973 
g; 1 eq). After stirring for one hour the reaction was concentrated and taken up in ethyl 
acetate, washed with saturated NaHC0 3 . dried over Na£Q 4 . and the solvent removed. The 
resulting solid was re-crysta«ized from ethyl acetate and hexanes as a white solid (1.74g; 
81%): 'H NMR (CDCb, 400 MHz) 6 4.84 (d, J = 4.7 Hz, 2H), 7.07 (bs. 1H), 7.35 (t, J = 5.1 Hz, 
30 1H). 7.44 (d. J = 7.6, 1H). 7.82 (t, J = 7.6. 1H). 7.95 (d. J = 2.5 Hz, 1 H), 8.63 (d, J = 5.0 Hz, 
1H); HPLC ret. Time: 4.228 min. LRMS (M+): 239.0, 241.0. 
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MethodC 

General method for introduction of a group at C-4 

Using method B, replace the THF solvent with 1 ,4-dioxane as solvent. 

Method D 

5 General method for introduction of a group at C-4 

5-Ruort)-N 2 -(1H»ir*az^ 

(2^loro-5-fhioro-pyrimM (100 mg; 0.4 mmol) and 5- 

ammotndazole (56 mg; 1 eq) were combined and heated at 160° C for 30 minutes. After 
cooling to room temperature, methanol (1mL) was added and stirred for 15 minutes, followed 
10 by filtration gave the product as a brown solid (29 mg; 21%): f H NMR (CD3OD. 400 MHz) 5 
4.80 (s. 2H). 7.34 (m, 3H), 7.43 (d, J = 7.8 Hz. 1H) t 7.8 (m, 2H), 7.87 (s. 1H), 7.90 (s, 1H), 
8.54 (d f J = 5 Hz, 1H); HPLC ret time: 3.916 min. LRMS (M+): 336.1 . 

Method E 

General method for introduction of C-2 Group 
15 &45-Bromo^henethvfaminoH>vrimid^^ 

153 mg (0.490 mmol) (5-Bromo-2^k>ro-pyrimk3in^yl)^henethyl-amine was taken 
into 0.5 mL 1 v 4 dioxane with 0.14 mL (1.00 mmol) diisopropylethytamine and 80 mg (0.539 
mmol) 5-amino-1 ,3^dihydro-indol-2-one. The reaction was allowed to heat to 110° C for 
sixteen hours. The resulting brown glass was taken into 92.3:7:0.7 CHCfcCHjOttNhUOH aid 
20 washed with 1 N sodium hydroxide. The organic layer was dried over magnesium sulfate aid 
evaporated directly onto silica gel. This adsorbed compound was purified via column 
chromatography (97.8:2:0.2 CHCI 3 :CH 3 OH:NH 4 OH) over silica to isolate the mcjor product 
The title compound was isolated as a white solid. C^sBrNsO: MS: 424.2/426.2 (MH+); 1 H 
NMR (D«-DMSO) 10.20 (s. 1 H), 9.01 (s, 1 H). 7.93 (s. 1 H). 7.52 (s, 1 H), 7.44 (d, J = 8.4 Hz % 
25 1 H), 7.28 - 7.16 (m, 5 H), 6.97 (m, 1 H), 6.65 (d, J = 8.3 Hz, 1 H). 3.56 (m, 2 H) t 3.31 (s. 2 H). 
2.82 (t, J = 7.9 Hz, 2 H) ppm. 
Meft Qd F 

General method for introducino both C-2 and C- 4 amines TOne Pot Method') 
44545-Brom o-4-t4-trifluorometh^ 
30 3.6^ihvdro-2H-ovridine-1-carboxvlic acid tert-butvl ester 

To a stirred solution of 5-bromo-2,4-dichloropyrimidine (0222 g, 0.98 mmol) in THF (3 
mL) under nitrogen was added triethylamine (0.42 mL, 3 mmol) followed by dropwise addition 
of p-trifluoromethylbenzyl amine {0.175 g,1 mmol). After three hours the THF was removed 
under reduced pressure. To the resulting residue was added dioxane (1 mL) followed by 4-<5- 
35 Amino-1H^dol-3-yl)-3,6^ihydro-2H^ acid tert-butyi ester (0.345 g 1.1 

mmol). The mixture was stirred under nitrogen and then heated to 110° C for sixteen hours. 
The reaction was cooled and was then dissolved in a solution of 5% methanof- 
dichlbromethane and extracted with 1 N NaOH. The organic and aqueous layers were 
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separated and the aqueous layer was further extracted with additional 5% methanot- 
dichloromethane. The organic layers were combined, washed with brine, dried over 
magnesium sulfate, filtered and evaporated under reduced pressure. The resulting residue 
was purified by sOica gel chromotography (30% ethyl acetate in hexanes) to give 4-{5-{5- 
5 Bromo^4-trifhioromethyi-ben^ 

pyridine- 1-carboxytic acid tert-butyl ester (150 mg v 23%): 
Method G 

TFA Genpral de~protectjon Methocj 
frBfon^^l^Mrt^^ 
10 benzv»-PVrim>dine-2.4-diamine trifiuoro acetate salt 

To a stirred solution of 4^5-[5^romo^(4-trffiuoromethyf^^ 
y1amino}-1 HnrrtJol-3-yI}^ t 6^ihydro-2H-pyridine-1 -carboxylic acid tert-butyl ester (0.15 g) in 
dichloromethane (2 mL) at 0° C under nitrogen was added trifluoroacetic acid (4 mL). The 
cooling bath was removed and the reaction mixture was stirred for four hours. The reaction 
15 was concentrated under reduced pressure. To the resulting residue was added ethyl acetate 
(2 mL) followed by concentrating to an oily residue. The ethyl acetate concentration sequence 
was repeated three times. The resulting residue was suspended in ethyl acetate follow by 
addition of diethyl ether to precipitate &Bronw-N2«[3-<1 ,2,3,6-tetrahydro-pyfidin^hl Wnd* 
5-yfl-N 4 ^4-trifluoromeft^ trfluoroacetate salt (0.129 g, 86%) 

20 as a white solid: CaHaBrFjNe. MS: 542.9/544.7 (MH*). *H NMR (D r DMSO) 5 11.31 (s, 1 
H), 8.82 (s, 2 H),8.08 (s, 1 H), 7.88 (s, 1 H), 7.53 (s, 3 H), 7.36 (s, 2 H), 7.28 (d, J = 8.3 Hz, 1 
H), 7.16 (d, J * 8.3 Hz, 1 H), 6.05 (bs, 1 H), 4.58 (s, 2 H), 3.75-3.65 (bs, 2 H), 3.35-3.25 (bs. 2 
H), 2.70-2.60 (bs, 2 H) ppm 
Method H 

25 HC| General de-prptgctjpq Method 

5-8^9442-^1,2,3,6-^^ 
2.4-diamfne hydrochloride salt 

To a stirred solution of 4-{5^5-Bromo-4-p4olylammo-pyrimidlr»-2-ylamino)-1 H-indol-3- 
yf]-3,6-dihydro-2H-pyndine- 1 -carboxylic acid tert-butyl ester (0.1 g, 0.174 mmol) and methanol 

30 (3 mL) cooled to 0° C under nitrogen was added KCI in dioxane (0.2 mL of a 4 M solution). 
The cooling bath was removed and the reaction was allowed to stir for 6 hours. The mixture 
was concentrated under reduced pressure and the resultant residue was triturated with 
dichloromethane. The solid was filtered, washed with dichloromethane and dried to give 5- 
Bromo-N2-{3-(1 ,2 t 3,6-tetiBhydro-pyridin-4-yl)-1 H-indol-5-yl)-N 4 -p-tolyl-pyrimidine-2.4-dlamine 

35 hydrochloride salt (0.076 g f 85%) as a white solid: C^HaBrNe- MS: 475.0/477.0 (MH+); *H 
NMR (D e -DMSO) 6 10.98 (s, 1 H), 9.01 (s, 1 H), 8.28 (s. 1 H), 8. 12 (s, 1 H), 7.89 (s, 1 H). 7.50 
• 7.58 (m, 3 H), 7.41 (d. J = 8.7 Hz, 1 H), 7.29 (s, 1 H). 7.18 (d. J = 8.7 Hz. 1 H), 7.03 (d, J * 
8.3 Hz. 2 H). 6.02 (s. 1 H), 4.03 (m, 2 H). 2.47 (m. 2 H), 2.35 (m, 2 H), 2.23 (S, 3 H) ppm. 
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E*arnpi e 1 

diamine 

A S-6romo-2-crilQf0.ovrimiriirv4. Y IW>-tftlvl^r f )i n< > 



A mixture of 5-Brom^2.4^ichloropyrimidine (5.00 g, 22.0 mmol). dWsopropyl 
ethyfamlne (3.91 mL, 22.4 mmol) and p-toluidine (2.40 g. 22.4 mmol) in n-butanol (SOX) mL) 
was heated to 105°C under nitrogen for three hours. The reaction was allowed to cool to 
room temperature. The resulting mixture was poured into ethyl acetate and extracted with 1 N 
NaOH. The aqueous layer was removed and the organic layer was washed with water dried 
over magnesium sulfate, filtered and evaporated under reduced pressured. To the resulting 
oly residue, diethyl ether was added and the mixture was then cooled to 0° C. HCI (4.0 M in 
dioxane) was added dropwtse. The resulting white solid was filtered and dried. The salt was 
suspended in a mixture of water and ethyl acetate. The P H of the aqueous layer was then 
adjusted to 9 with IN NaOH and extracted. The aqueous layer was further extracted with 
ethyl acetate. The organic layers were combined, dried over magnesium sulfate, filtered and 
evaporated under reduced pressure to afford 5-Bramc>-2-^lcrr>pyrimKjirv4-y1>^tolyl-amine 
(3.62 g. 55%) as a white solid: CH^lN* GC/MS. ret Time = 4.65 min. mfz 296/298/300; 
g.l.c purity: 100%; TLC R e 0.58 (20% Ethyl acetate/hexanes); *H NMR (oVDMSO) 0 9 21 
(S. 1 H). 8.39 (s. 1H). 7.35 (d. J = 8.4 Hz. 2 H). 7.16 (d. J = 8.4 Hz, 2 H). 2.27 (s. 3 H) ppm. 
B - ^^^^-^y^^^H-pyfidin^i^n ^ arid 




To 600 mL of HPLC-grade methanol was added 60.0 g (1.11 mol) sodium methoxide 
porborvwlse. The resulting white slurry was allowed to stir for ten minutes before adding 30.0 
g (185 mmol) 5-nitroindole. This allowed to stir for an additional ten minutes before adding 
92.2 g (483 mmol) 4-Oxo-piperidine-Karboxylic acid tert-butyl ester. After waiting ten 
minutes, the reaction temperature was ramped to 85° C which was maintained for thirty-two 
hours. The Wack reaction solution was cooled to 0° C and 250 mL distilled water was added 
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drowse under nitrogen via an equaiizing pressure addition funnel. The methanol was 
removed under reduced pressure. To the aqueous residue was added 150 L 
dichloromethane. The organic layer was separated. The pH of the aqueous was adjusted to 
9.00 using sodium hydroxide. Dichloromethane was added and the two layers were filtered 

5 through diatomaceous earth to alleviate emulsion. The organic layer was separated and 
combmed with the original organic. The combined organic layers were dried over magnesium 
sulfate. Partial evaporation of the dried organics resulted in a yeUov^range slurry. Filtration 
of this solid followed by washing with 5:1 diethyl etnendichloramethane afforded 49.98 g (146 
mmol. 79%) of the title compound as a yellow solid. MS: 244.1 (IVWioc H*); TLC R* 0 31 

• (40% ethyl acetatelhexanes); 'H NMR (D.-DMSO) 5 11.90 (s. 1H). 8.68 (s. 1H). 7.99 (d J = 

'1 7 1 H>> 7 53 ' ' 8 8 ' H) ' &17 (8 ' ,H) ' 4 04 *»• 2 H >. (««. 1 H). 
2.47 (m.2H), 1.40(s. 9 H)ppm. 

To a solution of 400 mL dioxane. 300 mL ethanol. and 200 mL distilled water was 
added ten grams of 4-(5-Nitrc-1 H-ind^ ^ ^ 

butyl ester. To this was added 8.13 g (146 mmol) powdered iron (0) and 623 g (116 mmol) 
ammonium chloride. The reaction was heated to 70° C under nitrogen with the Iron eventually 
becoming a conglomerate around the magnetic stir bar. After three hours, (he reaction was 
removed from the heating source allowed to coo. to room temperature and filtered The 
filtrate was evaporated under reduced pressure. The aqueous residue was partitioned with 
ethyl acetate, dried over magnesium sulfate and filtered. Evaporation of the filtrate afforded 
the title compound as a tan glassy foam which darkens upon exposure to air. .C^HUWV 
8.57 g (27.3 mmol. 94%): MS 214.1 (M-EkxrH*); TLC * 0.18 (40% Ethyl acetate : hexanes)- 
CNMRPe-DMSOJo 154.6. 142.5. 131.3. 126.1. 123.4. 115.4. 114.9. ,12.6 1125 1042 
79.3, 44.0, 43.8, 41.5, 28.8, 28.3 ppm; *H NMR (Ds-DMSO) 6 10.71(8. 1H). 7.24 (s 1H) 709 
JW = 8.4 Hz, 1H). 7.04 (s, 1 H), 6.53 (d. J = 8.4 Hz, 1 H). 6.00 (s. 1H). 4.54 (s. 2H . 4.54 (m, 
2 H). 4.05 (m. 2 H). 3.56 (m. 2 H), 2.51 (m. 2 H). 1.45 (s. 9 H) ppm 
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aKcvridine-l-carboxytic add fo rt-buM ««tor 




2.32 g (7.77 mmol) (5-Bromo-2-cWoro-pyrimidin^yl)-p-toly^amine was taken into 
5 21.0 mL dioxane with 2.92 g (2.92 mmol) 4^5-Amino-1H-lndol-3. y .)-3.Wih^n>2H-pyridin6-1- 
carboxylic acid tert-butyl ester and 1.30 mL (9.32 mmol) Methyl amine. The reaction was 
heated to 100' C for sixteen hours. The reaction was allowed to coo. to room temperature 
and the dioxane was removed under reduced pressure. The brown residue was taken into 
ethyl acetate and 1 N sodium hydroxide mixture. Aqueous work-up gave approximate* 3 g 
10 brown tor. This brown tar was pumTed to g^e 2.43 g (4.21 mmol. 54%) white soild. 
Ca^BrNeO,: MS: 575.0/577.0 (MH+); *H NMR (Dg-DMSO) C 1 1.00 (s. 1 H). 901 (s 1 H) 
8-28 (s. 1 H). 8.13 (s. 1 H), 7.93 (s. 1 H), 7.53 (d. J = 8.3 Hz. 2 H). 7.35 (s. 1 H), 7 34 (<J J = 
8.8 Hz. 1 H). 7.19 (d. J = 8.8 Hz. 1 H), 7.02 (d. J = 8.3 Hz. 2 H), 5.93 (s, 1 H). 3.89 (m. 2 H). 
15 ^xane 2 s) H) ' 3 ' 14(m,2H> ' 2 ' 21 ($ ' ' " X 1 39 <S ' 9 H) nC 032 ^ ^ ^to 

E ^romo-N 2 -(3-f1 ? l 3.6-tetr 9 h Ydro^vrirU rH4.yl>.imn rt ni.^ Y n ^ ^ 
PVnmidine- 2.4-diamine 




on tirTBd ^ SO,UUOn °' ^ 5 ^^ to ^^imid^amino)-lWndo.^ 

20 yfl-S^i^H^yrtoine-lH^rboxytic acid tert-butyl ester (0.1 g, 0.174 mmol) and methanol 
» mL) cooled to CP C under nitrogen was added HCI in dioxane (0.2 mL of a 4 M solution) 
The cooing bath was removed and the reaction was allowed to stir for 6 hours. The mixture 
was concentrated under reduced pressure and the resultant residue was triturated with 

. d,chloromethane. The solid was filtered, washed with dlchloromethane and dried to give 5- 

25 Bromo^-f>(U.3.6-te™ 

h^oride salt (0.076 g. 85%) as a white solid: CH^N,. MS: 475.0/477.0 (MH*); 'h 
NMR (D^MSO) 5 10.98 (s. 1 H). 9.01 (s. 1 H). 8.28 (s. 1 H). 8,2 (s. 1 H). 7.89 (s. 1 H). 7.50 
-7.58 (m. 3 H). 7.41 (d. J = 8.7 Hz, 1 H). 7^9 (s. 1 H), 7.18 (d. J = 8. 7 Hz, 1 H). 7.03 (d. J = 
8.3 Hz. 2 H), 6.02 (s. 1 H), 4.03 (m. 2 H), 2.47 (m. 2 H). 2.35 (m, 2 H). 2.23 (s. 3 H) ppm 
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Example ? 

5-Bromo-N 4 .pYri0in-2-^N12^ 1 .2.3.6-tetr a h^m T Y , t d | n ^. v ». 1 Hjpdg^fl . 
Pvrimidine-2.4-diaminB 

f5^romo-2-chloro.pvrimi din-4-^VDvridii^2-v»-aitiinp 

xc 

1 



6 



The title compound was prepared from 2-amincpyridine in a 10% yield as a yellow 
soiki in a manner similar to Example 1A. C«H 6 BrClN 4 . GC/MS: ret time = 4.19 min. mtz 
284/286/288. 205/207, 169. 78; 'H NMR (TVDMSO) 6 9.06 (bs. 1 H). 8.57 (s. 1 H), 8.38 (d, J 
= 4.6 Hz, 1 H). 7.93-7.86 (m. 2 H). 720 (dd, J = 4.6, 6.2 Hz, 1 H) pprn. 

PVrimidine-2.4-diamine 




The titie compound was made in a manner similar to Examples 1D and 1E. The 
compound was isolated as its HCI salt in a 29% yield as a yellow solid. C^H^Bm, MS 
482.1/464.1 (MH+). *H NMR (CD,00) 0 8.37 (s. 1 H). 8.2 - 7.8 (m. 4 H). 7.53 (m, 2 H), 7.29 
(m. 2 H). 6.18 (bs. 1 H). 4.93 - 4.80 (m. 2 H). 3.87 - 3.48 (m. 2 H). 3.00 - 2.80 (m, 2 H) pprn. 

Example 3 

5-Br()mo^ 4 -pYrid.n.?.vlmethvW^1 ? 3.6-tetr a hvrirn. p V r M fn .4.viVlH.in < <n>. S -y 1 - 
PVrimidine-2 4-diamina 

20 K r^Bromo-2<rdOft>*vrim?di^^ 



xc 



The tide compound was made in 82% yield as a yellow oil (hat solidifies on standing. 
C 1D H»BiCIN 4 . GC/MS ret. time = 4.67 min. m/z 298/300/302, 219/221. 107. 'H NMR (CDCIj) 
6 8.64 (d, J = 4.7 Hz, 1 H). 8.19 (s, 1 H). 7.78 (t. J = 7.8 Hz. 1 H). 7.41 - 7.29 (m. 3H). 4 82 (d 
25 J = 4.7 Hz, 2 H) ppm. 
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20 



B - S^roci>Q-N 4 -pyrid,n-^ v i m ethvl-N 2 ^n.2.3.6-tetr a hvdr D - P ^ 
5-vn-ovrimtdln ^2.4-diamine 




AC 



The title compound was made in a manner similar to Example 10 and IE in 14% yield 
5 isolated as a free based white solid CaHaBrN,. MS: 447.0/449.0 <MH*), »H NMR (D«- 
DMSO) 5 10.85 (s. 1 H). 8.91 (s, 1 H). 8.50 (s. 1 H). 8.01-8.00 (m. 2 H). 7.68 {t,J- 6.4 Hz, 1 
H), 7.42 (t. J = 5.7 Hz. 1 H). 7.28 - 7.20 (m. 4 H), 7.09 (d. J = 8.3 Hz, 1 H), 6.07 (s. 1 H). 4.70 
<d. J = 5.7 Hz. 2 H). 3.40 - 3.30 (m. 2 H). 2.90 - 2.87 (m. 2 H), 2.50 - 2.40 (m. 2 H) ppm. 

Example 4 
^-Penz Y l-54^p-N^ 1 ,2,3,6.iB^ 
2>diamine 

A - Benzv<-(5-bromo-2-chlnffvpvnmidin-d.^}. a mjp 0 



The title compound was synthesized in a manner similar to Example 1A. it was 
15 isolated in an 85% yield as a yellow solid. CHsBrCINj. MS 296.1/298.0 (MH+). *H NMR 
(COCJ,) 6 8.19 (s. 1 H), 7.45 - 7.30 (m, 5 H). 5.85 (bs, 1 H). 4.74 (d. J = 5.6Hz, 2 H) ppm. 

B ' 4^4^pzy<amlno-54>ron^wimidtrw2. ^aminoV1H-lnrioi-3-^ 
2H-pyridine-1 -carboxvlic arid tert-butvl aster 

XX 





The title compound was made in a manner similar to Example 1D. It was isolated in a 
65% yield after chromatography (30% EtOAc in hexanes) as a white solid. CaHa.BrN,^. 
MS: 575.0/576.8 (MH+). 'H NMR (D<rOMSO) C 10.95 (s. 1 H). 8.92 (s. 1 H). 8.14 (s. 1 H). 
7.96 (s. 1 H). 7.48-7.14 (m. 9 H), 6.02 (s, 1 H). 4.61 (d. J = 6.2 Hz, 2 H). 4.01-3.98 (m. 2 H), 
3.51-3.48 (m. 2 H). 2.47-2.45 (m. 2 H). 1.38 (s. 9H) ppm. 
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C a 4 -Befizyl-5-bromo-N2-f> f1,2 3 rVt B trahvdro-ovridin-4-yHii H-mrtm-fLyq. 
pyrimidine-2.4-diamine 




The title compound was synthesized by dissolving 4-[5-(4^nzytamino^ ro mo. 
pyrhrMn-2-ylaminoMH*^^ ^ ^ 

Into 5.00 mL dtahloromethane and coding to 0» C. To this was added 10.0 mL TrffluoroaceUc 
acid. The red solution was allowed to slowly warm to room temperature and stir under N2 for 
two hours. 5.00 mL ethyl acetate was added. Filtration of the resulting precipitate gave the 
title compound as a white solid. C^HaBrN,. MS: 475.0/476.8 (MH*). 'HNMRCCDjOD) 0 
1 1 .05 (s. 1 H). 7.88 (s. 1 H). 7.81 (s. 1 H). 7.49 (s. 1 H). 7.45 (d. J -9.7Hz, 1 H). 7.36-7.1 3 (m 
8 H), 6.15 (bs, 1 H), 4.64 (bs. 2 H), 3.&0-3.80 (bs, 2 H). 3.49-3.43 (bs, 2 H). 2.85-2.83 (bs 2H) 
ppm.. 

fitamp|e5 

^Bromo-N4-f1R^heny^ethvlVN2-f3-(1 ? 3.6-tetr a hvrir^n.riHi rV 4- vl v 1 H. l nH n l-^. 
15 DVrimidine-2 ,4-ribimin < > 

K £5-Bromo-2-chloro^vrimldln^ v |W1R. D hpnvUA«h Y <) . a mi M 



Br 




The title compound was made in a manner similar to Example 1A. It was isolated as 
an orange solid in a nearly quantitative yield. CH^BrClN,. MS: 312.1/314.1 (MH+) 'h 
20 NMR (CDCfe) 6 8.11 (s, 1 H). 737 - 7.14 (m, 5 H). 5.71 (d. J = 7.4 Hz, 1 H), 5.35 (dt. J = 74 
6.7Hz, 1 H), 1.60(d, J = G7>fe.3H) ppm. 



BNSOOOO-. <WO__20O4O5678aAJ_l_> 
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indo^vn-pv rimidine-2.4 f diam|r^ 



16 




The title compound was made in a manner similar to Example 1D and deprotected 
simiarty to Example 4C to give the desired material as its TFA salt in a 16% yield (tan solid). 
CasHrfrNe. MS 489.0/491.1 (MH+-); 'H NMR (De-DMSO) 6 11.37 (s. 1 H), 8.91 (s, 1 H). 8.11 
(s. 1 H), 7.94 (s. 1 H). 7.57 (s. 1 H), 7.40 (d. J = 8.6 Hz. 1 H). 7.30 - 722 (m, 7 H). 6.12 (s. 1 
H). 4.06 (bs, 1 H), 3.77 - 3.75 (bs. 2 H). 3.38-3.36 (bs, 2 H). 2.76-2.75 (bs. 2 H), 1.57 (d J = 
6.8 Hz. 3 H)ppm. 

Example 6 

Pvnmidine-2 .4-diamine 

A - (g-Bromo-2-^loro-Dvrimidiiw^vlWlia^^v ^ m^Vqmi^ a 




15 The tide compound was made in a manner similar to Example 1A. It was isolated as 

an orange solid In nearly quantitative yield. C^BrCIN,. MS: 312.1/314.1 (MH+). 'H NMR 
(COCI s ) 6 8.11 (s, 1 H). 7.37 - 7.14 (m. 5 H), 5.71 (d. J = 7.4 Hz, 1 H). 5.35 (dt. J = 74 6 7 
Hz, 1 H). 1.60 (d. J = 6.7 Hz. 3 H)ppm 

8 5-Bromo-N4^lpr-phenvl-ethv)VN2-f3./1 2 3.6-tet r;, ^rcM>vridin.4.vlH tj- 
20 'rxlol-5-vll.pvr imidine-2 4-diflm.ne 
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20 



The title compound was made in a manner similar to Example 1D and deprotected 
similarly to.Example 4C to give the desired material as its TFA salt in a 27% yield (tan solid). 
ChtHvfrHe. MS 489.0/491.1 (MH+); 'H NMR (d«-DMSO) .611.37 (s. 1 H). 8.91 (s. 1 H), 8.11 
(s. 1 H). 7.94 (s, 1 H). 7.57 (s, 1 H). 7.40 (d, J = 8.8 Hz, 1 H). 7.30 - 7.22 (m. 7 H). 6.12 (s, 1 
H), 4.06 (OS. 1 H). 3.77 - 3.75 (bs, 2 H). 3.38-3.36 (bs. 2 H). 2.76-2.75 (bs. 2 H). 1.57 (d J = 
6L0Hr.3H)ppm. 

Example 7 

5-BrOT0-N4-(1 ^Phenvt-ethv>VN2-f3.f 1:2.3 B.tetr ahvdfo^din,f vtvi H-indof-s-yn. 
ovrimldina.2.4-diamlnfl 

* ^0mo-2-chtorD-ovrimldln^. Y lWlS^h^Y^*h Y tHr i "'' 



or N N 




The title compound was made in a manner similar to Example 1 A. It was isolated as 
anyeltowso«dina84%yleld. C^BrCINa. MS: 312.1/314.1 (MH+). 'HNMR(CDCl,) d 
8.11 (s. 1 H), 7.37 - 7.14 (m. 5 H), 5.71 (d. J = 7.4 Hz, 1 H), 5.35 (dt, J = 7.4, 6.7 Hz, 1 H) 
15 1.60 (d. J* 6.7 Hz, 3 H) ppm 

iDdo|-5-vlT-owimidine-2.4^i a r t i,-n ft 





N 



The title compound was made in a manner similar to Example 1D and deprotected 
similarly to Example 4C to give the desired material as its TFA salt in a 15% yield (tan solid). 
CKHaBrNe. MS 489.0/491.1 (MH+); 'H NMR (oVOMSO) 611.37 (s, 1 H). 8.91 (s. 1 H), 8.11 
(s. 1 H), 7.94 (s. 1 H), 7.57 (s. 1 H). 7.40 (d. J = 8.8 Hz, 1 H). 7.30 - 7.22 (m, 7 H). 6.12 (s 1 
H), 4.06 (bs. 1 H). 3.77 - 3.75 (bs. 2 H). 3.38-3.36 (bs. 2 H). 2.76-2.75 (bs. 2 H). 1.57 (d J = 
6.8 Hz, 3 H) ppm. 
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Example 8 
4^S^romo-2^1.2,3.fl.tetr^vrirrwp^ 
ylamlno^eth^t-b^flnftpitf^arj..^ 

K ^frPrcP^2^toro-pyrimidiiv4-v^ 




The tiflo compound was made in a manner similar to Example 1A. It was isolated In a 
30% yield as a white solid which fell out of solution upon work-up. CH^BiCIN^aS MS 
375/377/378 (MH+). 'H NMR (d.-DMSO) 5 8.26 (s. 1 H), 7. 74 (d. J = & 6 Hz, 2 H), 7.42 (d. J = 
8.6 Hz. 2 H), 4.59 (s. 2 H) ppm. 

10 ? - 4^(5-Bromo-2-f3-f1.2.3.64etr ahvdro-Dvrktir»^vtWiH-^ 

PVrimidifM-vteminoWTTethviUienTBn^ilfnnam^ 



The title compound was made in a manner similar to Example 1D and deprotected 
similarly to Example 4C. It was isolated as its free base after column chromatography 
(93:7:0.7 CHCI,.CH i OH:NH 4 OH) as a brown solid in a 2% yield. C^BnW. MS: 
554.1/556.0 (MH+). »H NMR (CO,OD) $(CD 3 OQ) 5 7.89 (S. 1 H), 7.68 (d. J = 8.3 Hz. 2 H), 
7.31 (< |. j = 8j hz. 2 H). 7.26-7.22 (m. 2 H). 7.16,7.10 (m. 2H). 6.69 (d. J = 8.7 Hz. 1 H). 6.16 
(bs. 1 H), 4.61 (bs. 2 H). 3.59-3.57 (bs. 2 H). 3.30 - 3.21 (bs. 2 H). 2.55 - 2.53 (bs, 2 H) ppm.. 



BNSDOCO: <WO__^o04O567MA^L> 
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15 



20 



25 



30 



5rPromo-N*-(3-(1 , 2A6Metrahvd^ 
benzv1)-ovrimi dine-2.4-diaminft 





To a stirred solution of 5^romo-2,4-<ltcritoropyrimidine (0.222 g, 0.98 mmol) in THF (3 
mL) under nitrogen was added triethyiamine (0.42 mL. 3 mmol) followed by dropwise addition 
of p-triftuoromerhyibenzyl amine (0.175 g,1 mmol). After three hours the THF was removed 
under reduced pressure. To the resulting residue was added dioxane (1 mL) followed by 4-(5- 
Amino-1H-lndoM-y1)^.6-diri^ acid tert-butyl ester (0.345 g 1.1 

mmol). The mixture was stirred under nitrogen and then heated to 1 10° C for sixteen hours. 
The reaction was cooled and was then dissolved in a solution of 5% methanol- 
dtehloromethane and extracted with 1 N NaOH. The organic and aqueous layers were 
separated and the aqueous layer was further extracted with additional 5% methanot- 
dichloromethane. The organic layers were combined, washed with brine, dried over 
magnesium sulfate, filtered and evaporated under reduced pressure. The resulting residue 
was purified by silica gel chromotography (30% ethyl acetate in hexanes) to give 4-{5-(5- 
BKttio^(4^ffluoromethyl-benzy^^ 

pyridine-1-carboxylic acid tert-butyt ester (150 mg, 23%): (MS: 642.9/644.73 MH+). This 
material was then taken directly to the next reaction. To a stirred solution of 4-{5-{5-Bromo-4- 
(4-triflix>romethy*-benzytam^ 

carboxylic acid tert-butyl ester (0.15 g) in dichloromethane (2 mL) at 0 e C under nitrogen was 
added trifluoroacetic acid (4 mL). The cooling bath was removed and the reaction mixture 
was stirred for four hours. The reaction was concentrated under reduced pressure. To the 
resulting residue was added ethyl acetate (2 mL) followed by concentrating to an oly residue. 
The ethyl acetate concentration sequence was repeated three times. The resulting residue 
was suspended in ethyl acetate follow by addition of diethyl ether to precipitate 5-Bromo-N2- 
(3-0 ,2.3.6-tetrahydn>pyridin-4-yl)-1 H-lndol-5.y1]-tf-(4-™^^ 

diamine trfluoroacetate salt (0.129 g. 86%) as a white solid: CjsHaBrFjN*. MS: 542.9/544.7 
(MH+). 'H NMR (Oe-DMSO) 0 11.31 (s. 1 H). 8.82 (s. 2 H). 8.08 (s. 1 H). 7.88 (s. 1 H), 7.53 
(s, 3 H). 7.36 (s, 2 H), 7.28 (d. J = 8.3 Hz. 1 H). 7.16 (d. J = 8.3 Hz. 1 H). . 6.05 (bs. 1 H)] 4.58 
(s. 2 H). 3.75-3.65 (bs. 2 H). 3.35-3.25 (bs. 2 H). 2.70-2.60 (bs. 2 H) ppm 
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Example 10 

pyrimidine-2.4-diamine 



5 The title compound was synthesized according to the procedure of Example 9. It was 

isolated in a 21% yield as a whit© solid TFA salt C»H25BrN»0. MS: 505.0/506.8 (MH+); 'H 
NMR (D«-DMSO) 8 1 1.33 (s, 1 H), 8.84 (s. 2 H), 8.06 (s. 1 H), 7.95 (s, 1 H). 7.53 (s. 1 H), 7.35 
(d. J = 7.9 Hz, 1 H), 7.23 (d. J = 7.9 Mr, 1 H). 7.10 <s, 2 H), 6.74 (s, 1 H), 6.73 (s, 1 H), 6.06 (s. 
1 H). 4.26 (s, 2 H), 3.69 (s. 2 H), 3.66 (s, 3 H). 3.30 (s. 2 H), 2.68 (s. 2 H) ppm. 
1( > Example 11 

5-Bromo^4-fluoro^zviyNy3-H.2.3^^^ 
pvrtmidine-2,4-d,iamine 




The title compound was synthesized according to the procedure of Example 9. It was 
15 isolated in a 12% overall yield as an off-white TFA salt. Ch&ix&Ftk. MS: 492.9/494.9 
(MH+); 'H NMR (Do-DMSO) 5 11.26 (s. 1 H), 8.78 (s. 2 H), 8.03 (s. 1 H). 7.95 (s. 1 H), 7.51 
(s, 1 H), 7.31-7.23 (m. 3 H), 7.02 (s. 2 H), 6.05 (s. 1 H), 4.50 (s, 2 H), 3.70 (s, 2 H). 3.29 (s. 2 
H).2.68(s.2H)ppm. 

Example 12 

20 S-Bromo-^-fS-Biioro-benTvlV N'-fS-f 1 .2.3.6-teDahwdro-ovridln-4-vlV1 H-indol-5-vq. 

pyrimidine-2.4-diamine 

X.1 





BNSOOCIO: <WO 2004©W788A2J_> 



WO 2004/056786 



PCT/IB2003/006053 



-58- 



The title compound was synthesized in a manner similar to Example 9 in a 20% yield. 
It was isolated as an off-white solid TFA salt. CwHaBrFN,, MS: 492.9/494.9 (MH*); *H 
NMR (De-DMSO) 6 11.33 (s. 1 H). 8.66 <s. 2 h). 8.40-8.20 (bs. 1 H). 8.11 (s, 1 H). 7.98 (8. 1 
H). 7.57 (s. 1 H). 7.33-7.30 (m, 3 H). 7.10-7.07 (m. 3 H). 6.11 (s. 1 H), 4.60 (d. J = 5.6 Hz, 2 
5 H),3.77<s.2H).3.37(s.2H).2.73(s.2H)ppm. 

Example 13 

S-Bromo-^-naghthalen-l-ylmethvl-N^ 1 ■2.3.6.tet ra hvri^ w D vridin-4- y iw 1 H-inH^s. 
Vll-Pvrimidine-2.4-diamine 




10 The title compound was made in a manner described in Example 9 in a 16% yield. 

The Isolated TFA salt was characterized as an off-white solid. CaHjsBrN,,. MS: 525.1/527.1 
(MH+): 1 H NMR (De-DMSO) 8 11.21 (s. 1 H). 8.76 (s. 2 H); 8.15 (d. J = 9.2 Hz, 1 H), 8.06 (8,1 
H). 7.93 (d. J = 8.0 Hz, 1 H). 7.89 (s. 1 H), 7.79 (d. J = 7.8 Hz, 1 H). 7.54-7.46 (m, 3 H), 7.34 
(s. 1 H). 728 (s. 1 H), 7.14 (d. J = 8.4 Hz, 1 H), 6.98 (bs, 1 H), 6.02 (s, 1 H). S.04 (s, 2 H). 
15 3.67(s.2H).3^8(s.2H),2.65(s ( 2H)ppm. 

Example 14 
S-BrompV-W-fluoro-S-ffiflu^ 
1 H-indot-5-v fl-pvrimidin8-2.4-diamine 




F 



The title compound was made in a manner described in Example 9 in a 12% overall 
yield. The isolated TFA salt was characterized as an off-white solid. CjsH^Brf^N,. MS 
560:8/562.4 (MH+); «H NMR (D«-OMSO) 511.31 (s. 1 H). 8.87 (s. 2 H), 8.24 (bs. 1 H). 8.11 (s. 
1 H), 8.01 (s, 1 H), 7.72 (s. 1 H). 7.56 (s. 2 H). 7.36-7.29 (m. 3 H). 6.18 (s. 1 H). 4.62 (d. J = 
5.6 Hz, 2 H). 3.79 (s. 2 H). 3.39 (s. 2 H), 2.74 (s. 2 H) ppm. 
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Example 1S 

IHwndol-S-N^^wtmidlne-Z^^pri^ 





The title compound was synthesized in a manner described in Example 9 in a 16% 
overall yield. It was characterized as an off-white solid as its TFA salt C^h^BrF^ MS- 
561.4/5632 (MH+), 'H NMR (D 4 -OMSO) 8 11.26 (s. 1 H), 8.82 (s. 2 H). 8.21 (bs. 1 H>, 8.07 (s 
t H), 7.94 (s. 1 H). 7.46-7.35 (m. 3 H). 7.24 (s. 1 H). 7.20 (s, 2 H). 6.06 (s. 1 H). 4.61 (d, J = 
5.4 Hz. 2 H), 3.74 (s. 2 H), 3.30 (s. 2 H). 2.68 (s, 2 H) ppm. 

Example 16 

5*romc-N^4^oxY.h^ 
DVrimidine-2. 4-diainin6 




The title compound was synthesized in a 9% overall yield in a manner described in 
15 Example 9. It was characterized as an off-white solid isolated as its TFA salt CoH^BrN.0 
567.0/568.6 (MH+); 'H NMR (CD,OD) 6 7.89 (s. 1 H). 7.84 (s, 1 H), 7.48 (s. 1 H). 7.47 (d J = 
7.5 Hz, 1 H). 7.31 (dd. J s 7.5,. 3 Hz, 2 H). 7.17 (d, J = 8. 7 Hz. 1 H). 7.15 (bs. 2 H). 7.08 (t. J = 
75 Hz. 1 H). 6.90 (d. J = 8.3 Hz. 2 H). 6.79 (s. 2 H), 6.15 (s. 1 H). 4.57 (s. 2 H), 3.80 (s. 2 H) 
3.42 (s. 2 H). 2.82 (s. 2 H) ppm. 



BHSDOClt>. <WO__200406»7W«J.> 
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Examplei7 

5-Brom^NV3^dffluoro4>en7viV^ f i o ^ ^^^^ ^^ 




5 The title compound was synthesized in a 19% overalJ yie]d In a manner described In 

Example 9. It was characterized as an off-white solid isolated as its TFA salt C 24 H I1 Brf : 2 N e . 
510.9/513 .0 (MH+); 1 H MAR (De . D MSO) 5 11.26 (s. 1 H), 8.87 (bs. 2 H), 8.09 (s. 2 H). 800 
(8. 1 H). 7.56 (s. 1H). 7.33 (m. 3 H), 7.10 (s, 1 H), 6.1 1 (s. 1 H), 4.54 (s. 2 H), 3.78 (s 2 H) 
3.35(s.2H).2.74(s.2H)ppm. 
10 Example 18 

5-Bfomo-N'-f3^1 ? 3 ^tetrnhydro-pyrldin^-vlMH-indo!^^!-^^.^ ^ 

benzyl V^vrimidinp- 94. < fi am | ne 




The title compound was synthesized in a 8% ovrall yield in a manner described in 
15 Example 9. It was characterized as an off-white solid isolated as its TFA salt 
CaHaBrFaNeO. 559.0/561.0 (MH+); «H NMR (D^OMSO) 6 11.28 (s. 1 H). 881 (bs 2 H) 
8.08 (s. 1 H), 8.01 (s. 1 H), 7.55 (s, 1 H). 7.50 (bs. 1 H). 7.40-7.21 (m , 6 H). 6.10 (s. 1 H) 4 63 
(s. 2 H). 3.77 (s, 2 H). 3.37 (s, 2 H), 2.73 (s. 2 H) ppm. 
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Example 19 



5rBromo-N 4 -(4-chloro.benzvn-N a -^ 
Pvrimidlne-2.4-diamine 



The title compound was synthesized in a 20% overall yield in a manner described in 
Example 9 from 4-chlorobenzyl amine. It was characterized as an off-white solid-isolated as 
ftsTFAsatt. Ca.HaBrCINa. MS: 508.9/510.9/513.0 (MH+); *H NMR (De-DMSO) 6 11.27 (s. 1 
H). 8.85 (bs. 2 H). 8.09 (s. 1 H). 7.98 (s. 1 H). 7.56 (s. 1 H). 7.32-7.29 (m, 6 H), 6.10 (s. 1 H), 
4.56 (s. 2 H). 3.77 (s. 2 H). 3.36 (s. 2 H). 2.74 (s,2 H) ppm. 



5-Promo-N 2 -f3-n .2.3.6^etrahvdr<Mivridli v4.vlVi H-indot-S-vn-l^.thjoahan-g-wimAthwi. 
' Pvrimidine-2.4-diamlne 



The title compound was synthesized in a 12% overall yield in a manner described in 



15 Example 9 from 2-methylaminothiophene. It was characterized as an off-white solid isolated 
as its TF A salt CaHj.BrNeS. MS: 481 .0/483.0 (MH+); 'H NMR (D«-DMSO) 6 1 1 .24 (s. 1 H). 
8.77 (9. 2 H). 8.04 (s, 2 H). 7.49 (s. 1 H), 7.32 (s. 3 H), 6.87 (m, 2 H). 6.05 (a. 1 H). 4.71 (s. 2 
H), 3.69 (s. 2 H). 329 (s, 2 H). 2.67 (8. 2 H) ppm. 




10 



Example^ 
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Examt>te21 

S-Bfomo^4.furBn-?-vtmftmv<.N2.n.( 1 g ^, 6.tetrahvdf 0 ^vriri[iHt.v».in.in^ [ ^ vfl . 
ovrlmidine-2.4vii ?f? fri ft 



5 THe title compound was made in a manner similar to Example 9. It was isolated in a 

1% yield as an off-white solid characterized as its free base. C 22 H 21 BrN e o. MS: 465 1/467 1 
(MH+) 

Example 22 

,5-Bromo.N 4 -(2-methvt-b9nzv)Hg ; -f,-Wi 2.3.6-tetrah^ rrvp Yridin^-vlViH.tnrinL^yq- 
10 pvrimidine-2.4^l ar )n B 





CaHoBrN,. 

Example 23 

5-aromo.|yf < -(3^«thvt.benzylV^1 l^n^^ WVHUn*^^ 
15 pvrimldine.2.4-^ r njp ? 



N N N 





CaHoBrN* 
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Example24 
S-Bromo-NV4-methvM>6n7^^ 
Pvrimkfmft-2,4-dlanilna 

Examote2S 
S-Br^NNZ-flupro-benzv^ 
PVrimkline-2.4-dlamino 




10 C^HaBrFNe. 

Example 26 

N 4 -BWenyl2-v>rn<WW-S-p^ 
pvrimidina-2 4^iqnr | j 11 ft 




15 CaoH^BrNe. 
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Example 27 
N*-Bipfrenvt^VtmethVt-5^om»^^ 
pyrimidine-2.4-diamlne 




5 CjoH^BtNb. 

Example 2B 

$-BfOfP0-N 4 -(2-m8thoxv-benzvlVN ? -f3^1 ,2.3 R-tPtrahydro-ovririln-A-vlVi H-mdnlS-vn. 
PVrimidine-2.4-dianiine 

.A..X 



N N N O 




10 C 2S H 2 sBrN 6 0. 



Example 29 

S-promp-^^rwettK>^^ 
pyrinildine-?.4-diamif>e 




.Br 




15 CsHjsBrNeO. 
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Exarnpte 30 

(MfS-promp-Z-P-M ? 3.6-telrahvdro^vridir^vlU1^ n do>-5.vlaminn] T VT imiHi 1 -A- 
y|?minoVmethvlV^ethvl.b ft n 7a mirt < > 



5 CjsHjbBtNtO. 

Example 31 

fePrOmo-rvf^-chloro-ben^vD-^-nHI ■2.3.6.tetr a hvrtr 0 . D vridiiv4-vtW1 H-inHrfrfr Yq. 



pvrimklina.2^i anin9 



N N Q 



10 CwHaBrCINe. 



Example 32 

S-Brc^o^enethy^-^^ 
2.4-dlaminn 

A fS^ rgm o-2^kyp-pvrimk»^vl>.phftnflthvl. ftm j TO 




15 

A 5.00 g (22.0 mmol) sample of 5*romo-2.4-dichloropyrlmidfcie was taken into 40.0 
mL tetrahydrofuran with 7.80 mL (44.8 mmol) diisopropylethylamlne. 3.53 g (22.4 mmol) 
Phenethyl amine was added drop-wise with a white precipitate noted upon addition. After 
addition mLetion. the reaction mixture was allowed to stir at ambient temperature under 
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20 



25 



nitrogen for three hours. The volaties were removed under reduced pressure, and the 
resulting residue was partitioned between 1 N sodium hydroxide and ethyl acetate. Aqueous 
work-up afforded the title compound as 5.93 g (19.0 mmol, 95%) of a pale yellow, oily solid. 
C 12 H 1t BrCINj: GC/MS: ret. Time: 4.77 mfci.: m/z 311/313/315, 220/222/224. 104; 'H NMR 
(CDCJ,) 5 8.09 (s. 1 H). 7.34 - 7.30 (m. 2 H). 7.28 - 7.18 (m. 3 H), 5.53 (bs. 1 H). 3.75 (t, J = 
6.4 Hz, 2 H). 2.92 (t, J = 6.4 Hz, 2 H) ppm. 

B - 4-T5-{S-BronK>-4-ohanethvl amino-ovri^^ 
dihvdro-2H-DWidine-1-carhoify lic acid tert-buM ester 



The tide compound was made in a 35% yield in a manner similar to Example 1D using 
(^bromo-2-chlofD-pyrimWln-4-yl)-pheneth>1-aniine. C 30 H M BrN 8 O 2 : MS 589.1/591.1 (MH+); 
»H NMR (Oe-DMSO): 6 11.00 (s. 1 H). 8.92 (s. 1 H). 7.94 (s. 1 H). 7.40 (d. J = 8.4 Hz, 1 H), 
7.34 (s, 1 H). 7.22 (d, J = 8.4 Hz, 1 H), 7.18 - 7.07 (m. 6 H), 6.90 (m, 1 H), 6.02 (s. 1 H), 3.98 
(m. 2 H). 3.56 (m. 2 H). 3.45 (m. 2 H). 2.76 (t. J * 7.6 Hz. 2 H). 2.42 (m. 2 H), 1.38 (s. 9 H) 



C - 5-Bromo-N4-Dhenem^-N2-t3-M^.3.6-tetr ^vdn>tivrid^ 
pyrimidine-2.4-diamirw» 



832 mg (1.70 mmol) 4-[5-(5-Bromo-4-phenethylamlno-pyrimldin-2-ylemino)-1H^nd()l- 
3-yq-3,6-dihydro-2H-pyridine-1-cart>oxy1ic acid tert-butyi ester was taken into 2.00 mL 
dichtoromethane and cooled to 0° C. 4.00 mL trifluoroacetic acid was slowly added. The red 
reaction mixture was allowed to stir under nitrogen and slowly warm to ambient temperature 
over three hours. The volatiles were removed under reduced pressure. Ethyl acetate was 
added and evaporated an additional three times until a nearly dear yellow oil remained. Ethyl 
acetate was added (app. 1 mL) and stirred. Diethyl ether was added until a white precipitate 
was noted. Filtration of this precipitate afforded 716 mg of the title compound isolated as its 
TrifluoroacetatesalL CjsHkBtN.: MS: 489.1/491.1 (MH+); 'H NMR (Dg-DMSO): 5 11.45 (s. 




15 ppm. 
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1 H), 10.32 (s. 1 H), 8.92 (3. 1 H), 8.31 (s. 1 H), 8.16 (s. 1 H), 7.91 (8. 1 H), 7.57 (s, 1 H). 7.40 
(d. J = 8.3 Hz, 1 H), 727 (d, J = 8.3 Hz, 1 H), 7.11 - 6.90 (m, 5 H). 6.19 (bs. 1 H), 3.68 (m, 2 
H). 3.46 (m, 2 H>, 3.24 (m,' 2 H). 2.71 - 2.66 (m. 4 H) ppm. 



5 S-Bromo-N^2H»vridin^-ti^^ 
DVrimidme-2.4^teminft 

A. <5-Bromc>2.chtort>-pvrim idirv^ 

The title compound was made in a manner similar to Example 32A. it was isolated In 
an 83% yield as a tan solid. C„H,oBrCIN 4 . MS 313.0/315.0/317.0 (MH+); 'H NMR (Cfe- 
10 OMSO) 5 8.53 (d. J = 4.9 Hz, 1 H). 826 (s. 1 H), 7.92 (t. J = 5.5 Hz. 1 H). 7.73 (t, J = 7.6 Hz, 
1 H). 7.30-7.23 (m. 2 H). 3.78-3.62 (m. 2 H). 3.07-3.02 (m. 2 H) ppm. 



15 The title compound was synthesized in a manner similar to Example 32B and 

deprotected similarly to Example 21 C. It was made in a 40% yield and Isolated as a white 
solid. TFA salt. C^H^BrN,. MS: 490.0/491.8 (MH+); 'H NMR (Ds-DMSO) S 11.41 (s. 1 H). 
8.89 (s. 2H). 8.59 (s. 1 H). 8.29-8.00 (m. 2Hfc 7.91 (s. 2 H). 7.56-7.50 (m. 2H). 7.38 (d, J = 8.3 
Hz, 1 H), 7.35-720 (m. 2 H). 6.07 (bs, 1 H). 3.98-3.72 (bs. 4 H). 3.37-3.30 (bs. 2 H). 3.10-3.00 

20 (bs. 2 H). 2.67-2.46 (bs. 2 H) ppm. 



5-Bromo-N 4 -(2-pvrldin-4-vl-ethvlVN t .f 3-f 1 .2.3.6-tetrahvdro-Pvridirv4.vt>.1 H-indaUS-vO. 
oVTimldine-g.d-dtaml^ 



Example 33 



B- 5-Bromo-N4-/2-ovridin-2-v)-«thvlV-N2-r3-/1 ■2.3.6-tetrahvdm-ovrldlri.4-vl V 1 H- 
indol-5-vn-Dvrimidlne-2.4^arninB 




Example 34 
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20. 



The title compound was made in a 30% yield in the same manner as Example 9 using 
4-(2-ethyiamino)pyridine. It was noted to be a white solid, isolated as its TFA salt. 
Ca^BrN,. MS: 490.0/492.0 (MH*): 1 H NMR (De-DMSO) 011.37 (s, 1 H).8.85 (s, 1H). 8.50 
(s. 2 H), 8.10 (s. 1 H). 7.94 (s, 1 H). 7.54 (s, 1H), 7.37 (d. J = 8.7 Hz. 1 H). 7.35 (bs. 1 H), 7.26 
(d, J = 9.1 Hz. 1 H). 6.06 (bs, 1 H), 3.75-3.65 (bs. 2 H), 3.60-3.50 (bs. 2 H), 3.35-3.25 (bs. 2 
H). 3.00-2.90 (bs. 2 H). 2.70-2.60 (bs. 2H) ppm. 



5-Bromo-NV2-owtdin-3-\4-^ 
ovrimidlne-2.4-diafnlrte 



The title compound was made in a 23% overall yield starting from 3(2- 
ethylamino)pyridine. following the procedure of Example 9. The compound was noted to be 
an off-white sofid isolated as its TFA salt C^H^BrN,. MS: 490.2/492.2 (MH+); 1 NMR (De- 
DMSO) 6 11.37 (s. 1 H). 8.82 (s, 2H). 8.53 (s. 1 H). 8.49 (s. 1 H). 8.09 (s. 1H). 8.00 (bs. 1H). 
7.97 (s. 1 H). 7.66 (bs. 1 H). 7.54 (s. 1 H). 7.39 (bs. 1 H), 7.37 (d. J = 8.8 Hz, 1 H). 7.26 (d. J = 
8.3 Hz. 1 H), 6.07 (bs, 1 H). 3.70 (s. 2 H), 3.55(s. 2 H). 3.28(s. 2 H). 2.88 (s. 2 H). 2.70-2.60 
(bs. 2 H) ppm.. 



5-Brom»NM2-f3-flw>roH^^ 
5-vfl-ovrimidine-2.4^iamine 



The title compound was isolated in a 4% yield as a white solid according to the 
procedure of Example 9. It was isolated as its free base after purifying over silica gel (93:7:0.7 
CHCI 3 :CH 3 OH:NH 4 OH). CjsH»BrFN e . MS: 507.0/508.8 (MH+); ,9 F NMR (D«-OMSO) 6 - 
114.0 ppm. 'H NMR (Db-DMSO) 8 10.90 (s. 1 H). 8.92 (s. 1 H). 8.08 (s. 1 H). 7.93 (s. 1 H). 



Example 35 
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7.41 (dd. J = 1.6, 8.7Hz. 1 H). 7.32 (s. 1 H). 7.27 (s. 1 H). 7.21-7.19 (m. 2 H), 6.996.88 (m. 4 
H), 6.08 (s. 1 H). 3.59-3.53 (m. 2 H). 3.31 (s, 2 H). 2.85-2.82 (m. 4 H), 2.32 (s. 2 H) ppm. 

Example 37 

5-Bromo-N"-(2-phefiV«-CVdooroovO-N 2 -r3-f1 ,2.3.6-^ trahvdnHavriclin-4-v»-1 H-irtdol.S. 
5 vlk>vrimidtnB- 2.4-diamine 




The title compound was synthesized in a 13% overall yield in a manner described in 
Example 1. CxHz&U*. 501.0/503.0 (MH+); *H NMR (0,-DMSO) 5 11.28 <s. 1 H). 8.90 (bs. 
2 H). 8.11 (s. 1 H), 7.90 (bs. 1 H), 7.86 (S. 1 H). 7.55 (s. 1 H). 7.43 (d, J = 8.1 Hz, 1 H), 7.21- 
10 7.09 (m. 6 H). 6.08 (s, 1 H). 3.77 (s. 2 H), 3.34 (m. 3 H). 2.73 (s. 2 H), 2.25 <m. 1 H), 1 .58 (m, 
1 H). 1.20 (m.1H) ppm. 

Example 37A 

5-Bromp-N*-|2-phenvt-c^^ 
vn-Dvrimidina-2 diamine momo-chitaH 

15 Example 37B 

5-Bromo-N 4 .(2-ohenvl-cvriQpfoovlVN 2 .[3-l1 2.3.6-tetrahvdrcvpvridftv4-v<Vl H-inrinUS. 
vti-ovrimidirft-2.4-dtamine /homo-ehiran 

Example 38 

5-Bromp-N* -f2-/4-cflloro-ohenv1^ettivn-K :8 -r3-/1 .2.3.e-tefrahvdTD-pvrid)fv4-vl H- frd/fr 
20 S-tfn-o^Mln^2.4-diamlna 





The UUe compound was Isolated in a 10% overall yietd in a manner described by 
Example 9 from 4-chtarophenethyf amine. It was characterized as an off-white solid isolated 
as Its TFA salt. C^BrCIN^ MS: 522.9/524.9/527.0 (MH+); *H NMR (D 8 -DMS0) 5 11.37 (s, 



8J4SDOQD: «W O 2CO406fi7«fiA2 I > 
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1 H). 8.79 (s. 2 H). 8.07 (s. 1 H). 7.93 (s. 1 H), 7.56 (s, 1 H), 7.37 (d. J = 8.8 Hz. 1 H). 7.30 (s. 
1 H). 7.13 (bs. 2 H). 6.97 (s, 2 H). 6.06 (s, 1 H), 3.69 (s. 2 H). 3.34 (s. 2 H), 326 (s. 2 H). 2.67 
(m,4H)ppm. 



S-Bromo-N 2 -f3-/1. 2.3.6-tetfah\rtroH>vri^^ 
ethvtk>vrimkllne-2.4-diannine 



The title compound was isolated in 13% overall yield in a manner described by 
Example 9 from 2-ethylaminothiophene. It was characterized as an off-white solid isolated as 
its TFA salt CaHaBrNeS. MS: 495.1/497.1 (MH+); 'H NMR (Dff-OMSO) « 11.38 (s. 1 H). 
8.86 (s, 2 H), 8.1 1 (s. 1 H), 8.00 (s. 1 H). 7.57 <s. 1 H). 7.39 (s. 2 H), 7.35 (d. J = 5.3 Hz, 1 H). 
6.94 (m. 1 H). 6.78 (s. 1 H). 6.11 (s. 1 H). 3.75 <s. 2 H). 3.62 (s, 2 H). 3.34 (s. 2 H). 3.09 (s. 2 
H), 2.72(8, 2 H)ppm. 



5-Bromo-N 4 -f2-/?.fluoro-DhBnv1V-ethvfl-Nr ? 43-/1 ■2.3.6-tetrahvdro.ovridln.4-vtV1 H4ndol. 
5-vn-ovrimidine-2.4-diamine 



The title compound was made in a 12% yield in a manner described in Example 9. It 
was characterized as an off-white ' solid isolated as its HCI salt. CaH^BrFNe. MS: 
507.0/508.9 (MH+); 'HNMR (Db-DMSO) 6 11.43 (s, 1 H), 10.37 (s. 1 H), 9.20 (s, 2 H), 8.53 
(bs. 1 H). 8.20 (bs. 1 H). 7.90 (s. 1 H). 7.57 (s. 1 H), 7.41 (s. 1 H). 7.18-7.06 (m. 3 H). 6.89 
(bs. 1 H), 6.06 (s. 1 H). 3.66 (s. 2 H). 3.46 (s. 2 H). 3.23 (s. 2 H), 2.80 (s. 2 H), 2.67 (s. 2 H) 
ppm. 



Example 39 
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Examote41 

5-Btomo-^r2^2-chlor(>.ph^ 
5-vfl-ovrim>dine-2.4-diamine 




5 The title compound was made in a 20% yteW in a manner described in Example 9. It 

was characterized as an off-white solid and isolated as Hs HQ salt C^^BraN,. MS: 
523.1/525.1/527: 1 (MH+); *HNMR (DrOMSO) 6 11.45 (s. 1 H). 10.37 (s. 1 H), 9.17 (bs. 2 H). 
8.54 (a. 1 H), 8.28 (s. 1 H). 7.87 (s, 1 H). 7.57 (s, 1 H), 7.42 (d. J * A 7 Hz, 1 H), 7.33 (d. J = 
7.5 Hz, 1 H), 722-7.17 (m. 2 H). 6.98 (bs, 1 H). 6.06 (s, 1 H), 3.68 (S, 2 H), 3.52 (s, 2 H), 3.22 
10 (s. 2 H). 2.90 (S. 2 H). 2.67(8, 2 H) pom. 

Example 43 
S-Bromo-N^g-E-mettox^en^ 
indo>-5-vn-ovrimidlrt6-2.iUiteminft 




15 The title compound was made in a 6% yield in a manner described in Example 9. It 

was characterized as an off-white solid and isolated as Its HQ salt CxH^BrNeO. MS: 
519.0/520.9 (MH+); 'HNMR (Dg-DMSO) 6 11.47 (s. 1 H). 10.48 (s, 1 H), 9.28 (bs, 2 H), 8.56 
(8. 1 H), 7.90 (8. 1 H), 7.57 (s, 1 H). 7.41 (d, J = 8.8 Hz, 1 H). 720 (s. 1 H). 7.17 (s, 1 H). 6.85 
(d, J - 7.9 Hz, i H), 6.65 (bs, 2 H). 6.05 (s, 1 H), 3.76 (s, 3 H). 3.65 (s, 2 H), 3.53 (s. 2 H). 

20 3.20(s.2H),2.75(s.2H).2.67(s.2H)ppm. 
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Example 4j 

N 4 -f2-Benzoft.3ldioxol-5-vt-€thvl)-5-bfQm [ >-N : '-frwi ,? r 3.6-tetrahvdro-Dvridin-4-vll1 H- 
mdot-5-vn^vrimidine-2.4-diamine 




5 The title compound was made in a 4% yield In a manner described in Example 9. It 

was characterized as an off-white solid isolated as its HCI saH. CaHaBrHO* MS: 
533.6/535.6 (MH+); 'HNMR (D,-DMSO) Q 11.47 (s. 1 H). 10.43 (s, 1 H), 9.29 (bs. 2 H), 8.53 
(S. 1 H), 8.34 (s, 1 H), 7.88 (s. 1 H), 7.67 (s. 1 H), 7.42 (s, 1 H), 7.22 (s, 1 H). 6.60 (m, 2 H). 
6.05 (3, 1 H), 3.63 (s, 2 H). 3.52 (s. 2 H). 3.45 (s. 2 H), 2.69 (m. 4 H) ppm. 
10 Example 44 

S-Promo-N^henvl-prdp^ 
pyrimidine-2.4-diamine 

A. r5-Bromo-2^loro^vrimkjirt^v<W3^henvt^oovtWminB 




The title compound was made in a manner similar to Example 1A except performing 
the reaction at ambient temperature. It was isolated as a yellow oil which solidified upon 
standing in a 84% yield. MS: 324/326/328 (MH*); 'H NMR (CDCb) 6 8.30 (s. 1 H). 7.37-7.23 
(m, 5 H), 5.52 (s. 1 H), 3.57 (tt. J = 7.5, 7.3 Hz, 2 H), 2.77 {t, J = 7.5 Hz, 2 H), 2.04 (t, J = 7.3 
Hz, 2 H) ppm. 
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B. 5^romo-N 4 43Hihenv^mpvl V^ 2 ^3-M.2.3.64etrahvdro-avrld^ 
5-vtVovrimidiiw-2.4^iamine 

<^ \> 

The tide compound was isolated as its TFA salt following the procedure of Example 
5 ID and deprotectfng according Example 4C in a 34% yield as a white solid, C^H^BrNe. MS: 
5032/505.1 (MH+); *H NMR prDMSO) 5 11.32 (s, 1 H) t 8.90 (s, 1 H), 8.05 (s, 1 H), 7.93 (s, 
1 H), 7.53 (s. 1 H). 7.35 (s, 2H). 7.21-7.05 (m, 7 H). 6.07 (bs, 1 H), 3.80-3.70 (bs, 2 H), 3.37- 
3.31 (bs, 4 H). 2.70-2.60 (bs, 2 H) f 2.47-2.46 (bs, 2 H), 2.00-1.90 (bs r 2 H). 

Example 45 

10 5-(5-BrorTK)-4-phenethvt^ 

A. S-Nttro-1 .3-dihvdro-indoU2-one 




C a HaN203: GC/MS ret time: 4.12 min.. m/z 178. 148. 104; 1 H NMR (De-DMSO) d 10.50 (s, 1 
H). 8.11 (d. J*B.7HzA H). 8 05 (s. 1 H), 6.94 (d. J = 8.7Hz, 1 H). 3.59 (s, 2 H) ppm. 
15 B. 5-Amino-1 .3-dihvdro-lndol-2-one 




To 250 mL acetic acid was added 7.00 g (39.3 mmol) 5-nitro-1,3-dihydro-indol-2-one 
and 418 mg (0.393 mmol) palladium on carbon. Exposed the reaction mixture to 40 psi H 2 on 
parr shaker for 1.5 hours. The reaction was filtered through diatemeceous earth, and the 
20 acetic acid was removed under reduced pressure. Cooled the reaction mixture to 0° C and 
added 10.0 mL of a 94.5:5:0.5 CHCkCHsOttN^OH solution. The solution was loaded onto 
a silica gel column and purified via chromatography (97.82.0:0.2 CHCI 3 :CHaOH:NH40H) to 
give a white solid which was further crystallized using the eluent as the solvent to give 4.06 g 
(27.2 mmol. 69%) of the title compound as crystalline white needles. CsHqN20: 
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c 5-(frPromp^henethvtamiiyMm^ 




XX 



153 mg (0.490 mmol) (5^romo-2<hloroi)y^jdln-4-yl>-pherethy»-amin8 was taken 
into 500 01 1.4 dioxane with 140 DL (1.00 mmol) dHsopropylethytemine and 60 mg (0.539 
mmol) 5-amino- 1 ,3-dihydro-tndol-2-one. The reaction was allowed to heat to 110° C for 
sbrteen hours. The resulting brown glass was taken into 92.3:7:0.7 CHCIj.CH^>H:NH«OH and 
washed with 1 N sodium hydroxide. The organic layer was dried over magnesium sulfate and 
evaporated directly onto silica gel. This adsorbed compound was purified via column 
chromatography (97.8:2:0.2 CHCIj:CH30H:NH4OH) over silica to isolate the major product. 
Ouring evaporation of the major fractions, a white precipitate is noted. Filtration of this 
precipitate prior to mLete evaporation afforded the title compound in 6% yield as a white solid. 
CaHttBrNjO: MS: 424.2/426.2 (MH*-); 1 H NMR (D.-DMSO) 10.20 (s. 1 H). 9.01 (s. 1 H). 
7.93 (s. 1 H). 7.52 (s. 1 H). 7.44 (<i, J =6.4 Hz. 1 H). 7.28 - 7.16 (m. 5 H). 6.97 (m. 1 H). 6.65 
(d. J = 8.3 Hz. 1 H). 3.56 (m. 2 H). 3.31 (s, 2 H), 2.82 (t.«/ = 7.9 Hz. 2 H) ppm. 
15 Example 46 

HS^romQ-4^-chlQro-^^ 




CHwBrCINsO. 



enSDOCax <WO__2004O66788A2_L> 
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ExamptB47 

5-(4^zvtamino-^bromo-Dvrimkjin-?-^ a mirv,>-V3^ihvdro-lndol.2-on B 




C ia H, B BrN 5 Q 

5 Example 48 

;Br 




C2oH„BrN s O. 

Example 49 

10 5-[S^Prpmo-4^3-phenvt-DroDVtami^ 




C^H^BrNsO. 



BUSOOCB)! <WO__20O«W78«« J_> 



» 
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Example §Q 
5-Bromo-^-f2-memanesulfomrt-«»^^ 
5-vfl-ovrimldine-2.4.diamina 




5 The title compound was made in a 13% yield in a manner described in Example 9. It 

was characterized as an off-white solid isolated as it TFA satt. C^H^BiUeO^S: MS: 
491.1/493.1 (MH+); *H NMR (Ds-DMSO) 6 11.28 (s. 1 M). 8.84 (s. 2 H). 8.09 (s. 1 H). 7.95 (s, 
1 H), 7.83 (s. 1 H), 7.52 (s, 1 H). 7.38 (s, 1 H). 7.36 (s, 1 H), 6.07 (s, 1 H), 3.75 (m, 4 H), 3.34 
(m. 4 H), 2.90 (s. 3 H). 2.69 (m. 2 H) ppm. 
10 Example 51 

r^-Ben2vl-rAr3-M.2.3.6.tetrah^ 




250 mg (0.424 mmol) tf-8enzy^5-bromo-N 2 ^-(1.23.6-teta 

pyrimtdine-2.4-diamine trifluoroacetate was suspended in 12.7 mL cone. NH4OH. To this was 
15 added 0.636 g (9.73 mmol) zinc dust. The resulting slurry was heated to reflux for three 
hours. The gray mixture was filtered through diatomaceous eairth. The filtrate was 
evaporated under reduced pressure to give the title compound in 39% yield isolated as a white 
solid. CmHmNb. MS: 397.2 (MH+); »H NMR (CDjOD) 6 8.05 (s. 1 H). 7.66 (d, J = 5.8 Hz, 1 H). 
7.30-7.17 (m. 7 H). 6.15 (s. 1 H). 5.87 (d. J = 5.8 Hz. 1 H). 4.55 (s, 2 H), 3.41 (s, 2 H). 3.05 (s. 
20 2 H). 2.53(8. 2 H) ppm. 



GNSOOOO: <WO__J60«0S»7»aA4.l.> 
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. Example S2 
N 4 -Benzvl-N^metftvt-N 2 - im2^^ 
2,4-diamipe 




5 The titfe compound was synthesized in a 4% overall yield in a manner similar to 

Example 9 using 2-4-dichlOfopyrimidine and N-methyt benzyl amine. It was characterized as 
an off-white solid isolated as its free base. CasH^N* MS: 41 1 2 (MH+); 'h NMR (DrOMSO) 
« 10.85 (s, 1 H), 8.23 (s. 1 H). 7.88 (d. J = 5.8 Hz. 1 H), 7.35-7.15 (m. 9 H). 6.07 (s, 1 H). 6.04 
id. J = 5.8 Hz, 1 H). 4.78 (s. 2 H), 3.32 (s. 2 H), 3.13 <s, 2 H). 2.93 (m, 2 H). 2.47 (s. 3 H) ppm. 
10 Example 53 

N^ethyt-NVZ-pyriO^^^ HJnHnf.fi.y n. 
Pvrimidlnfl-2 4-diannino 




The title compound was made in a 1% yield in a manner described in Example 9. It 
15 was characterized as a white solid isolated as its free base after purifying the TFA salt over 
silica (93:7:0.7 CNCI 3 :CH 3 OH:NH 4 OH). C^H^. MS: 426.1 (MH+); »H NMR (COjOD) 0 
8.37 (s, 1 H). 8.00 (s. 1 H), 7.76 ft J- 7.5 Hz, 1 H), 7.44 <bs, 1 H>, 7.33-7.15 (m. 5 H), 6.14 (s, 
1 H), 5.97 (d. J « 5.8 Hz, 1 H), 5.94 (d. J = 7.5 Hz. 1 H). 3.87-3.78 (m. 2 H), 3.52-3.50 (m. 2 
H). 3.1 1-3.06 (m. 2 H). 3.00 (s. 3 H). 2.97 (s. 2 H) ppm. 



BNSOOOO: <VW>__200408«7«*a_l_» 
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ExamoleSA 

f4-^-Phenyl-aiofpholin-4-^)-pvriml(lin-2-vtVr3-/1 ,2 3 fUAtr ^ydro^vridln-fyivi ^ 
indol-S-yl}-amine 




5 The BBe compound was synthesized in a 9% overall yield in a manner described by 

Example 9 using 2-phenyhnorphoBne and 2,4-dichloropynmidine. it was characterized as an 
off-white solid isolated as its TFA salt. C^H^O. MS: 453.3 (MH+); 'H NMR 

Example SS 

S^|hYl-N 4 -f2-pyridin.2-vl-ethvlVN 2 .f^i .2.3.^^^ ^^^.^ H-in^us-yn . 
10 Dvrimidine-2.4.di«rnin«> 




C»H„N T . 



15 diamine 



Example 56 

* 4-f5^irw-1H.ind 0 U3.vlV^ip ?r ,dlne-1^arfa 0 «Yf( c add tert-huM 



BNSOOCIO: <VK>__2aK0Sfl78fiA3_r> 
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5.00 g 4-(5-Nitro-1 H-indoKS-yl^^ihydro-ZH-pyndine-l ^caiboxyllc ackJ tert-butyi ester (14.6 
mmol) was taken into 40.0 mL THF and 160 mL ethyl acetate 21 1.00 mL (574 mmoJ) 
diisopropytethytamine. 1.56 g (1.46 mmol) Pd/C was added. The reaction was shaken on a 
parr shaker under 3 atm H 2 for 90 minutes. The reaction vessel was removed from pressure. 
5 \t was filtered through a bed of diatomaceous earth and was washed thoroughly with ethyl 
acetate. The clear, colorless filtrate was evaporated under reduced pressure to give an 
Impure white solid. The white solid was taken into a minimum amount of dichloromethane and 
tritrated with hexanes. Filtration afforded the title copound fri 84% yield as a white solid. 
CisHaN^. MS: 315.3, 216.1 (MH+); *H NMR (0 6 -DMSO) 6 1024 (s, 1 H), 6.99 (d, J * 8.3 
10 Hz, 1 H) f 6.87 (d, J = 2.1 Hz. 1 H). 6.66 (s. 1 H), 6.42 (dd, J = 2.1 Hz. 8.3 Hz. 1 H), 4.38 (s, 2 
H). 4.00 (m, 2 H). 2.75 (m, 2 H), 2.47 (m, 2 H), 1 .86 (m f 2 H), 1 46 (m, 2 H) ppm. 

B. 5-Promo-N a -(3-Ptoerktin^vt-1 H-indol-5-vtVN 4 -f2-ov ridirv2-vl-ethvl y 
Dvrimldine-2.4^diamfne 

The title compound was made in a manner simitar to Example 1D and deprotected 
15 according to the procedure of Example 1 E in a 38% yWd. The compound was characterized 
as an off-white solid and isolated as its HCl salt. 




QwHaBrN,. MS: 492.1/494.0 (MH+); *H NMR (D«-OMSO) 6 11.11 (S, 1 H), 10.57 (s, 1 H), 
9.16 (s, 1 H), 9.08 (s. 1 H), 8.69 (s, 1 H) t 8.61 (s. 1 H). 8.32 (bs. 1 H), 8.17 (bs, 1 H), 7.74 (s. 2 
20 H). 7.37 (d, J = 8.7 Hz. 1 H). 7.15 (s, 1 H). 7.11 (s. 1 H), 3.73 (s, 2 H), 3.26 (s, 4 H), 2.02 (6. 2 
H). 1.88(3, 2 H) ppm. 

Example 57 

5-Bromo-N 2 41 -methanesu lfo nvt-3-(1 .2.3^tetrahvdro^widin-4-vlV1 H-lndokS-vn-tJ 4 - 
(2^vridin-2>v1^thvlVpvTlmidine-2.4-diamlne 
25 A. 4^14dethanesulfonvl-5^^ 

carboxvtic acid tert-butvl ester 

2.00 g (5.82 mmol) 4-(5-N*rtn>-1HHndol-^^ acid 
terl-butyl ester was suspended in 15.0 mL toluene and 15.0 mL 15% sodium hydroxide 
solution and cooled to 0° C. To this was added 349 mg (0.874 mmol) n bu 4 N(HS0 4 ) tetra-n- 
30 butyl hydrogensulfate. 676 OL (8.74 mmol) methanesulfonyl chloride was slowly dropped in. 
There was noted an immediate dissolution of the solids and a color change to red. Allowed 
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the reaction to slowly warm to ambient temperature over sixteen hours. Reaction was 
regularly monitored and aliquots of 676 OL (8.74 mmol) methanesuifonyl chloride were added 
until complete disappearance of starting material by TLC. Ethyl acetate was added and the 
layers were separated. Aqueous work-up gave a yellow solid which was purified over silica 
5 (20%-» 50% ethyl acetate in hexanes) to give the title compound in a 76% yield as a yellow 
solid. 'H NMR (D r DMSO) 6 8.69 (d, J = 2.3 Hz. 1 H), 8.25 (dd. J ■ 9.1, Z3 Hz, 1 H). 6.05 (d. 
J - 9.1 Hz, 1 H), 7.84 (s. 1 H). 6.34 (s. 1 H). 4.06 (s. 2 H). 3.56 (s, 3 H), 3.55-3.53 (m. 2 H). 
2.51 (s.2H),1.41 (s.6H)ppm. 

B. 4-f6-Aminc-1-metrianesutronvMH-^^ 
10 caiboxvlic acid tert-buM ester 

4-(1 -Methanesulfonyi-5-nitro-1 H-indol-3-yl)-3.6-dihydro-2H-pyridine-1 -carboxylic acid 
tert-butyl ester was reduced in a manner described in Example 1C in a 89% yield as an 
orange tbam. 'H NMR (OrOMSO) 0 7.48 (d, J* 9.0Hz, 1 H), 7.33 (s. 1 H), 7.05 (s. 1 H), 
6.66 (d, J * 9.0 Hz. 1 H). 6.16 (s. 1 H). 4.98 (s. 2 H). 4.02-3.96 (m. 2 H), 3.53-3.50 (m, 2 h), 
15 353 (s. 3 H) r 2.47-2.44 (m. 2 H), 1.40 (s. 9 H) ppm. 

C. 5-Bromo-N*-f1-™ethanesulfonvl-:H1 5.3.6-tetrarwdro-ovrtdin-4-vtl-1 H-indot-5- 
yiy^-(2-pYridin-2-yl-et1iYlH)YrimldinB-2,4-diamine 




The title compound was made in a manner 30% yield In a manner described in 
20 Example 1D and 1E. It was characterized as an off-white solid and isolated as its HCI salt 
CaHaBrNrOzS. MS: 568.0/569.9 (MH+); 'H NMR (Qj-DMSO) 6 10.67 (bs. 1 H), 9.52 (S, 2 
H), 8.64 (d. J a 5.4 Hz. 1 H). 8.44 (s. 1 H). 8.27 (s. 1 H). 8.18 (S. 2 H). 7.86 (d. J = 9.0 Hz, 1 
H). 7.75-7.67 (m. 2 H). 7.52 (d, J « 9.0 Hz, 1 H). 6.29 (s. 1 H), 3.77 (s. 2 H), 3.48 (s. 3 H). 358 
(s.4H).2.73<s.2H)ppm. 
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Example 58 

pvridirv2-vl-ovrimidine-2.4^diamir)e 




5 CssH^rNyOjS. 

Example 59 

5-Bromo-N 2 ^f2^vrtdln-2^^thv>Vl/-t3-^ 1 .2.3.6-tetrahvdro>Pvridin-4>v)V1 H-indol-S-vfl- 
pvrimidine-2.4-diamlne 

A. (5^romo>2^ioroH3vr^idin^vtVf^1 .2.3.6.tetrahvdrD>pvridirv4>vtV1 H-lndol 
10 5-vll-amine 

The title compound was made in a quantitative yield following the procedure of 
Example 1A. It was characterized as an oily, yellow solid without purification. C 17 H l5 BrCIN 5 
MS: 503.1/505.1 (MH+); 'H NMR (CDjOD) 5 8.23 (s, 1 H), 8.14 (s, 1 H), 7.35 (d, J - 8.5 Hz, 1 
H), 7.30 (s, 1 H), 7.22 (d, J = 8.5 Hz. 1 H), 6.14 <s. 1 H), 4.10 <s, 2 H), 3.84 (s, 2 H) t 2.56 (s f 2 
15 H).1.48(s,9H)ppm. 

B. S^romo-N^vridfo^^ 
intfel-Wf^mid^^iamlr^ 




The title compound was made in a 2% yield via the manner described in Example 10 
20 and 1E. It was characterized as an off white solid isolated as its free base after purifying the 
HCI salt over silica (93:7:0.7 CHCI 3 :CHjOH:NH 4 OH). C^N^BrNy. HPLC ret. time: 3.93 min.; 
MS: 490.0/492.1 (MH+); *H NMR (CD 3 00) 6 8.31 (s, 1 H), 7.94 (bs, 1 H), 7.87 (s, 1 H) ( 7.37- 
7.32 (m, 4 H). 7.26 <dt, J = 9.0 t Z0 Hz % 1 H). 7.12 (s, 1 H). 6.16 (s, 1 H), 3.67 (s, 2 H), 3.43 (s, 
2 H). 3.25-3.24 (m, 2 H), 2.84 (s, 2 H). 2.67 (s, 2 H) ppm. 



BNSDOCID: <WO__200406678flA?_L> 
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Example 60 

344-l2.Pvridin-2-vl-ethvtamino)-2-P-ri .2.3.6-tetrahvdro-PvridlnH4-vt)-1 H.indol.5- 
VtentinoV-pYrimidln-S-vll-aicrytic acid ethyl ester 




5 CaH^NrOa- 

&Sffifi!§6aa 
S45-Brofno-4-I2-(3-chlonM}henv1Vgthvte^ 

2z2D§ 

Example 61 

10 S-Brorm>V-{2-/3-chtono-ohenvtt-ethvfl^^ 
S-vnH)vrimidlne-2.4-diafnine 

A. (5-BroniQ-2-chtoro-pyrmtdin-4-v1H2-(^^ 




15 Using method B. the title compound was isolated in a 79% yield (1.37 g, 3.95 mmol) 

as a white solid. GC/MS: ret. time = 5.30. mfz 345/347/349; 'H NMR (oVDMSO) 6 8.20 (s. 
1H). 7.75 (t, 1H), 7.29-7.12 (m. 4H), 3.56 (q. 2H), 2.84 (t. 2H) ppm. 



WO 2004/056786 



PCT/IB2003/006055 



-83- 



B. S^S-BfDmo^ZW^Ioro-ohenvt^tlivlamlnol-Dwmldin^-^mlnQWl,^ 
dlhydroHndc^-one (CfflHaBfCINaO) 



HN N NH 





O 

The tide compound was isolated as a brown solid in a 14% yield. MS: 459.9/461.2 
5 (MH+). 'H NMR (oVOMSO) 6: 10.19 (S, 1H). 9.02 (s. 1H), 8.28 (s. 1H), 7.93 (s, 1H), 7.41 (dd, 
1H), 7.30-752 (m. 3H). 7.13-7.1 1 (m, 1H). 6.98 (t. 1H),6.65(d, 1H). 3.56 (q, 2H), 333 (s,1H), 
2.84 (t,2H). 

gxarnple 82 
5-Bromo-N 4 -t2-(3.cNofo-Dhen^ 
10 S-vl1-pvrifnidine-2.4-diamine 

A. f5-Bromo-2-chloro-ovrimidin-4-vlvr2-fS^lQro-Dhen^V^thvf)-am^ 

CI^Nm^NH 




II 

" ;i 

The title compound was prepared according to method b and isolated in a 79% yield 
(1.37 g, 3.95 mmol) as a white solid (C«H 10 BrCl2Ns): GC/MS: ret time = 5.30, m/z 
15 345/347/349; *H NMR (ds-DMSO) 8 850 (S, 1H). 7.75 (t, 1H). 759-7.12 (m, 4H), 3.56 (q, 2H). 
2.84(t.2H)ppm. 



BNSOOCID: <WO _2XH06678«A2_L' 
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B. 4-(6-f5-Bfomo-4-f2-f3-<*toroH3henvlV^ 
indot-S-vtV3.6-dihvdro-2H-Dvridine-1-carboxvHc acid tert-hutvt ester. 



The title compound was prepared according to method E (QwHjjBrCINeOj): MS: 



5 823.1/626.1 (MH+); 1 H NMR (0>DMSO) 5: 10.99 (s, 1H). 8.92 (S. 1H). 8.12 (s. 1H), 7.94 (s, 
1H). 7.40-7.33 (m, 2H), 7.24-7.16 (m, 4H). 7.02-7.00 (m, H). 6.92 (t. 1H). 6.02 (s, 1H). 3.94 (s. 
2H). 3.56 (q. 2H). 3.46 (m. 2H). 3.28 (s, 1H). 2.81 (t. 2H). 1.38 (s, 9H) ppm. 

C. S-£romo.t/42^3-<M)ro-ohenvlVett^ 
1 H-indol-S-vfl-ovrimidinft-? 4-diamine /CftHaBrCHy . 



The title compound was prepared according to method 6 and isolated as the TFA salt 
in a 1S% yield. MS: 522.9/525.1 (MH+). *H NMR (COCIs) 8: 12.16 (s, 1H), ©.67 (s, 2H), 8.90 
(s. 1H). 8.75 (s, 2H). 8.34 (s. 1H). 8.19*13 (m. 2H). 8.03-7.94 (m. 3H). 7.72 (s. 1H). 6.87 (s. 
1H), 4.51 (S. 2H), 4.32 (s, 2H), 4.07 (s. 2H). 3.59 (s, 2H). 3.47 (s, 2H) ppm. 




Br 



O 
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Examole 63 
S4S^r 0 mo-4:f2-( 4-memoxv^hen^ 
indol-2-one 

A. fS-BmrTK>-2-chloro-ovrimidln-4-dU^^^ 

CI^N NH 




The title compound was prepared according to method b and isolated as a light 
yellow, viscous oil in an 80% yield (dsHiaBrCINaO). 6C/MS: reL time = 5.45. MS: 
342.1/344.1/384.1 (MH+). *H NMR (aVDMSO) 5: 8.18 (S. 1H), 7.70 (t, 1H). 7.09 (d. 2H). 6.81 
(d. 2H), 3.67 (s. 3H), 3.50 (q. 2H). 2.75 (t. 2H) ppm. 
10 B. 54S-Bromo^l2-f4-mewow^henvlle^^ 

diwdro-indol-2-one (CH^BrivfaO,). 

HN N NH 



O 





OMe 

The title compound was prepared according to method E and isolated as a pink solid 
in a 40% yield. MS: 454.1/456.0 (MH*). 'H NMR (de-DMSO) 6: 10.22 (s, 1H). 9.01 (s. 1H). 
15 7.93 (S. 1H). 7.51 ($. 1H), 7.44 (d, 1H). 7.07 (d, 2H). 6.95 (t. 1H). 6.81 (d. 2H). 6.65 (d. 2H), 
3.69 (s. 3H), 3.52 (q. 2H), 3.30 (s. 2H). 2.74 (t, 2H) ppm. 



BNSOOCtD: <WO^_2DO«066788A2.L> 
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Example 64 

5.Bromo-N 4 -f2-/4^nflthoxv-ohenvl>-ethvn-N 2 43^1 .2.3.6-tetrahvdro-nvridln.4-vlV1 H- 
indot-5-vl1-Dvrim(d)ne-2.4-diamine 

A <5-Bromo-2-chtoro-pyrimldin^^ 
5 (C^HjjBrCIN.O) 



OMe 

The title compound was isolated as a light yellow, viscous oil in an 80% yield. GC/MS: 
ret. time = 5.45 min. MS: 342.1/344. t/364.1 (MH+). *H NMR (de-DMSO) 6: 8.18 (S, 1H). 7.70 
(t 1H). 7.09 (d. 2H), 6.81 (d. 2H). 3.67 (s. 3H), 3.50 (q, 2H), 2.75 (t, 2H) ppm. 



The title compound was isolated as a tan solid in the TFA sart form In a 6.6% yield. 
MS: 520.4/522.3 (MH+). 'H NMR (d r DMSO) 6: 11.36 (s, 1H). 8.80, (6. 2H), 8.07 (s, 1H), 
15 7.94 <s, 1H). 7.S6 (s, 1H), 7.38-7.32 (m. 2H). 6.83 (s. 2H), 6.65 (s. 2H>. 6.06 (s, 1H), 3.68-3.25 
(m,10H>. 2.66 (s.4H) ppm. 





-ohBnvlVethvlVM 2 43^1 .2.3.6-tetrahvdfo-DvridifH*- 



BHSOOCta <WO_^0OJ088788A2J^ 
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10 




indot-2-ono 

K (^ro m p-2^hlnrn^ Y rimidir>4-vtH7^3-^thoxv-nhpn Y < Ht h v<1 _^ |pT1 
5 iCtaHiaBtCINjO) 

Br 




'OMe 

The title Intermediate compound was isolated as a colorless oil in an 84% yield 
GC/MS: ret time = 5.39 min, m/z = 341/343045. M NMR (oVDMSO) 5: 8.19 (s, 1H> 7 72 (t, 
1H). 7.16 (t. 1H), 6.76^.72 (m, 3H). 3.70 (s, 3H). 3.55 (q, 2H). 2.79 (t, 2H) ppm. 

Dvrimidin-2-vlaniino1-1 .3- 

dihvdro-inrtn)-?^n 0 f^tnMCQJ 





-NH L Jl 
O ^^OMe 

The title compound was isolated as a light pink solid in a 67% yield. MS* 454 1/456 1 
I** Hi NMR (d^MSO) 6: 10.17 (s. 1H), 9.01 (s, 1H>. 7.93 (s, 1H). 7.54 (a, 1H>, 7.41 
15 <1H). 7.17 (t. 1H). 6.95 (t, IHj. 6.76*72 (m. 3H). 6.64 (d. 1H). 3.68 (s, 3H). 3.56 <q. 2H). 3 31 
(s.2H), 2.80 (t.2H) ppm. ** 



8NSD0CID: <V»O__a00«0S»78M«.l.> 
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Example gg 

S-Brom^^^fhoyy.phfflvt) nthvlVN^t 7 3 6 -tetmhvrt^^ 
fndof-5-vf).pYr fmidinQ^ ^iaini^ o 



Br 




10 



The title intermediate compound was isolated as a colorless oil m an 84% yield 
GC/MS: ret time = i*9 mln, mfc » 341/343/345. 'H NMR ((feOMSO) & 8.19 ( 8l 1H) 7 72 ft 
1H), 7.16 (t, 1H), 6.7M.72 (m. 3H>. 3.70 (a. 3H). 3.55 (q. 2H>, 2.79 (t. 2H) ppm. " 

A < *' ^^^?^^0^hBnvlVf>lhvfr.N'.f3./l ^ft.,^ ^^ f 
ylhlH^ndol-S-vn-ovrimMinA.^ ^iaminfl /c^Hgp^ 





15 



The ma compound was isolated as a tan solid in the TFA salt form in a 16% yield 
MS: 519.2/521.1 (MH+>. <H NMR (d,DMSO) 6: 11.45 (s. 1H). 8.82 (s. 2H). 8.08 (s. 1H>. 800 

t^lVZl" 1 738 (8, 2HX 710 ft 1H) - 6 77 - 6 - 63 (m - ** 6 10 < S « «* 3 

10H). 2.82-2.80 (m,2H). 2.70 (s.2H) ppm. 

Example 67 
^-o-toM^thytaminoV^tvrin^^ -vtamino^ 
* (^rp m ^2-<^tor 0 - PY rkTitdin-4-v<W2^-totvt^hY f ^ gmi ^ ru^^OU 



20 




BNS00OD: <WO__SB040!67W*4.L^ 
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The title inteimediate was isolated as a white solid in a 79% yield MS- 
324.2/326.0/328.1 (MH-). 'H NMR (d^OMSO, 5: 8.25 (s. 1H>. 7.91 ( t 1H), 7.18-7.10 (m 4H," 
3.56^.51(m.2H>. 2.88-2.82 (m.2H), 2.37 (s.1H)ppm. 

N^V Br 





The title compound was isolated as a grey solid in a 28% yield. MS: 438 1/440 0 
<MH*>. H NMR (d^MSO)6: 10.20 (s, 1H). 9.03 (s, 1H). 7.97 (s. 1H>, 7.56 (s. 1H>, 7.46 (dd 
1H). 7.13-7.04 (m. SH). 6.67 (d. 1H). 3.59-3.54 <m. 2H). 3.33 (s. 2H). 2.84 (t. 2H). 2.26 (s, 3H>.' 

Example 68 



N"V Br 




15 The tide intermediate was isolated as a white solid in a 79% yield MS 

324^326.0/328, (MH-). <„ NMR (d(r DMSO, 6: 8.25 (s. 1H). 7.91 (t 1H>. 7,8-7.10 (m 4H) 
3.56-3.51(m,2H),2.88-2.82(m,2H),2.37(s,1H)ppm. 



WO 2004/056786 

PCT/IB200J/0060S5 

-90- 



B ' ^^-|3-f1 , 2 , 3,^8trahvrtr^ ff Mt^4.vtWiH.lndnL g - Y > f .^ p r ^ 
9>hvl).pvrimidine.2.4^8aminA fPmHTT^Thl, 

HN N NH 




5 



10 



The title compound was isolated In the TFA salt form as a light yellow solid in a 21% 
yield. HPLC ret time = 5.53 mln. MS: 502.9/505.1 (MH+). 1 H NMR (d a -DMSO) 8- 11 36 (s 
1H). 8.82 (s. 2H). 8.10 (s. 1H). 7.98 (s. 1H). 7.57 (d. 1H). 7.40-7.32 (m, 2H). 7.08 (m 2H)' 
6.95 (m, 2H). 6-09 (s, 1H). 3.70-3.27 (m. 7H). 2.79-2.70 <m. 4H). 2.16 (s, 3H) ppm. 

Example 69 

gifrgiop^.f^.to^ aj gihjaajndjfcfc oag 

N"V Br 




15 



The tide intermediate was isolated as a white solid in a 77% yield MS- 
326.1/328.1/330.1 (MH+). «H NMR (o^OMSO) 6. 8.25 (s, 1H), 7.79 ft 1H). 7.19 (UH) 7 05- 
7.00 (m. 3H), 3.61-3.54 <m. 2H). 2.82 (t 2H). 229 (s. 3H) ppm. 

B ' 5J5-Bromo^-<2-m-toM-6 mvtaminoV^ vri fnidln-2-vt a mjnAii 

/A 





The title compound was isolated as a light pink solid in a 41% yield. MS: 438 1/440 0 
(MH+). 'H NMR (d.DMSO, 6: 10.24 (s. 1H), 9.06 (s. 1H). 7.97 (s, 1H). 7.56 (s. 1H). 7.50 (d. 



8K300CU >- <WO__20O4O5«788A^L> 



WO 2004/056786 
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1H). 720-7.15 (m, 1H), 7.04-6.98 (m, 3H). 6.68 (d. 1H). 3.58 (q. 2H). 3.33 (s. 2H). 2.82 (t, 2H) 
227{s.3H)ppm. 

Example 70 

* f.5-Bromo.2^^rc«vrimMir^v)vr2-m-tolv^ 
CI N NH 




The title intermediate was isofated as a white solid in a 77% yield MS 
326.1/328.1/330.1 (MH+). 1 H NMR (ds-DMSO) 6: 8.25 (s, 1H), 7.79 (t, 1H), 7.19 (t 1H) 705- 
10 7.00 (m.3H). 3.61-3.54 (m.2H); 2.82 (t,2H). 229 (s.3H)ppm. 

B \ 5 *^P-N*^1.2.3.6-tetrahv<lro-o^^ 
ethy)H>vrimiriine-2.4-di a nnin < > (r^g^ 




The tide compound was isolated as a light yellow solid In a 21% yield. HPLC ret time 
15 = 5.61 mil). MS: 5032/5052 (MH+). 'H NMR (oVDMSO) 6: 11.36 (s. 1H). 8.83 (s. 2H) 8 10 
(s. 1H). 7.99 (s. 1H). 7.56 (s. 1H). 7.39 (s. 2H). 7.10-6.83 (m, 4H). 6.09 (s. 1H). 3.72 <s' 2H) 
3.53 (s. 2H), 327 (s, 3H). 2.79-2.69 (m, 4H). 2.19 (s. 3H) ppm. 



WO 2004/056786 



PCT/IB2003/006055 
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Examd^ 




5 The title intermediate was isolated as a white solid in a 73% yield MS- 

326.1/328.0/330.0 (MH+). <H NMR (oVDMSO) 6: 8.23 (s. 1H). 7.76 (t. 1H). 7.10 (s, 4H). 3 56 
(q. 2H). 2.82 (t, 2H), 2.27 (s. 3H) ppm. 

B - S-fS-PfOmcM-(?S)-tolv^vt am , ro V^^midm.y. v t am 
oneJSjjHaBrNjOL 




Br 



10 



-NH L 0 

O' 




The title compound was isolated as a brown solid in a 14% yield. MS- 438 1/440 01 
(MH+). 'H NMR (eVDMSO) 5: 10.22 (s. 1H). 9.05 (s, 1H), 7.97 (s. 1H). 7.55 (s. 1H). 7.48 (dd 
1H). 7.09 (s. 1H). 6.99 (t, 1H). 6.69 (d. 1H). 4.03 (q. 2H). 3.33 (s. 2H). 2.81 (t. 2H). 223 (s,' 
3H)ppm. 



WO 2004/056786 



PCT/IB2003/006O55 
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Example 72 

S-Prpmo-IM'-fS-f 1 ,2.3,6-tBtrahvdro-pwridl^. y ivi H-indol-S^rfH^.^ toi Y i^,th V t). 
PYrimKiine-2,4.<liaminft 

*• (5-B ro ^^lQ f o-p Y rim[din^-vlH?^).toM~ e thvlVamin» f r.^^rr^ 




5 

The title intermediate was Isolated as a white solid in a 73% yield MS 
328.1/328.0/330.0 (MH+). «H NMR (ds-OMSO) 5: 8.23 (s. 1H). 7.76 (t. 1H). 7.10 (s. 4H) 3 56 
(q. 2H). 2.82 (t, 2H). 2.27 (s. 3H) ppm. 

8 ^P^-f^W.e-tetmhvdr^ 
10 ethvlVwrimidine-2.4-dlamini» fr^H^a,^ 




XX 



The title compound was Isolated as a yellow solid in the TFA salt form in a 13% yield 
MS: 503.1/504.1 (MH+). «H NMR (oVOMSO) 5: 11.34 (s. 1H), 8.77 (s. 2H). 8.05 (s. 1H), 7.95 
(s. 1H), 7.54 (s, 1H). 7.35 (s. 2H), 6.94^.87 (m. 4H). 6.08 (s, 1H). 3.68 (s, 4H). 3.46 (m 2H) 
15 3.24 (s, 2H), 2.66 (s. 3H), 2.21 (s. 3H) ppm. 



20WC«7S6A2J_> 



WO 2004/056786 
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Example 73 

f^ro^O-S^xo^i^ 
acetic acid tert-buM ester /c^m^tm^ 




The title intermediate was isolated as a light yellow solid In a 3.5% yield MS- 
434.1/436.1 (MH+). ' H NMR (dr DMSO) 8: 10.18 (s. 1H). 9.05 (s, 1H), 7.08 (s. 1H), 7.43-7 42 
(m, 2H). 7.18 (t. 1H), 6.65 (d. 1H), 3.95 (d. 2H). 3.39 (s. 2H). 1.29 (s, 9H) ppm. 
R r5-Bromo-2^2^2>dtt^^ 
10 3S^caaiSQ 3j ti^m2sL 



o 




The title compound was isolated as a brown solid. No yield determined. MS: 
377.9/380.2 (MH+). «H NMR (<W )MSO, 6: 10.21 (s. 1H). 9.10 (s. 1H). 8.02 (s. 1H). 7.59 (s 
1H), 7.38 (dd. 1H). 7.19 (t, 1H), 6.69 (d. 1H). 3.99 (d. 2H). 3.42 (s. 2H) ppm 



BNSDOC1D: <WO_2004056788A2_L> 



WO 2004/056786 



PCT/IB2003/006055 



Example 74 



M5^romo^r243-trifluorem^ 
dihydro-indoi.-g.orie 



The title intermediate was isolated as a white solid in an 84% yield. GC/MS: ret time = 
4.65 min. mte = 379/381/383. »H NMR (drDMSO) 6: 8.25 (s. 1H). 7.80 (t, 1H). 7.65-7.52 (m. 
4H). 3.65 (q, 2H). 2.98 (t. 2H) ppm. 

B - S^S-Bromo^-f^riHuorpmetrivt^herivl^^ 
1,3-dihydro-lndol-^e (r l33 ^lE^l 



The title compound was isolated as a pink solid in a 37% yield. MS: 492.2/493.5 
(MS*). 'H NMR OVDMSO) 6: 10.18 (s. 1H). 9.00 (s. 1H), 7.93 (s. 1H), 7.54-7.47 (m 5H) 
15 7.39 (dd. 1H). 6.96 (t. 1H). 6.63 (d. 1H). 3.60 (q, 2H). 3.35 (s. 2H). 2.95 (t. 2H) ppm. 



5 ICaHrcBrCIFjNj), 



(S-Brorr^2^oroH>vrimldln^. v! v p. f 3.trifl UO rom e ihvl. 

PhenvlVethyfl-amine 





<W 0- 2D040567WA2J_> 



WO 2004/056786 



PCT/IB2003/006055 
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orjg 



Exampls7S 

H4-(2-gipheiiv^YHrth^ 



*■ f2-Bip^ Y M- V 1^hYlH5^ro m r>-7-chlofo-Dvrimiri}nuU v < > -a^^ T , 
5 fCmH jdBrCINjfc 




The title intermediate was isolated as a white solid, in a 74% yield. GC/MS: ret time = 
6.94; mlt = 387/389/391. 'H NMR (drOMSO) 6. 8.24 (s. 1H). 7.83 (t. 1H). 7.65-7.58 (m 4H) 
7.45 (t. 2H). 7.33 (m. 3H), 3.62 (q. 2H). 2.90 (t. 2H) ppm. 
10 B - W^-Biphenv^yl-ethvlamirK^ ^fry ^ 

XX 




The title compound was isolated as a gray solid in an 11 % yield. MS: 500 1/502 3 
(MH+). ' H NMR <d,-DMSO) 6: 10.25 (s. 1H). 9.07 (s. 1H). 7.99 (s. 1H). 7.68-7.29 (m. 11H) 
15 7.07 (t. 1H). 6.72 (d. 1H). 3.64 (q. 2H). 3.39 (s. 2H). 2.91 (t. 2H) ppm. 



SMOOCH): <W0___ 2 D0406678<M2.L> 



WO2004/D56786 



PCT/1B2003/006055 
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Examate 79 
M5-Bromo^R^p U Qro-phenviy«th^ 
2^ne_(C M H l ,BrFN«Q). 




F 



5 The tine compound was isolated as a pink solid h a 52% yield. MS: 4422/4441 

<MH*). 'H NMR (OVDMSO) 6: 10.22 (s. 1H), 9.05 (s. 1H), 7.98 (s. 1H), 7.57 (s, 1H). 7.45 (dd, 
1H). 7.38-7.30 (m. 1H). 7.08-7.00 <m. 4H). 6.69 (d. 1H). 3.62 (q. 2H), 3.37 (8, 2H), 2.91 (t. 2H) 
ppm. 

Example 77 

10 ^^rp m o-4-r?^2^lqro-phenvlVeth^ m irw,^ Y Hrni d i n .2-v )am i nn ui ^ihvdro-lnrinl- 

2-one 

K ^scaa^iMaagimjd^^ 

(C„H. ff BrCI ? N 3 V 



CI^N^N 




1 5 The title intermediate was isolated as a white solid in an 87% yield. GC/MS: ret Time 

= 5.22 min; m/fc 345/347/349. 'H NMR (de-DMSO) 6: 8.19 (s. 1H). 7.80 (t 1H), 7.39-7.35 (m 
1 H). 7.27-7.1 8 (m. 3H). 3.59 (q, 2H). 2.96 (t. 2H) ppm. 



BNSOOOtt <W0__200«M8788A2J_> 



WO 2004/056786 



PCT/IB2003/006055 



8 ^^ m ^g-^hk^ 0 n V t^ hvlam i no i. pwirn , Hi p . 2 . v , afni . 




The title compound was isolated as pink solid in a 47% yield. MS: 458 1/460 0/462 1 
5 (MH+). H NMR (d.rDMSO) 5: 10.17 (s. 1H). 8.99 (s. 1H). 7.93 (s. 1H). 7.51 (s. 1H) 743- 
7 40 (m. 2H). 7.40-7.20 (m, 3H). 7.01 (t, 1H). 6.63 (d. 1H). 3.60 (o. 2H). 3.30 (s. 2H). 297 (t. 
2H) ppm. . 

Example 7fi 

^5-grgmP^f?-f?-methox^ 
10 indol2-one 

* ^Brx>mo-2^lorn W i pn idin^-v1K?^^rneth Q xv- n h^^h /1 ^,^ 
iCiaHuBrONjOl 




The title intermediate was isolated as a white solid in a 77% yield. GC/MS ret Time 
15 * 5.26 min; m* 341/343/345. 'h NMR «W>MSO) 5: 8.17 (s, 1H). 7.63 (t. 1H). 7.17-7 13 (m 
1H). 7.07 (do. 1H), 6.93*90 (m. 1H), 6.83-6.79 (m. 1H). 3.75 (s. 3H). 3.53 (q. 2H>. 2.81 (t.' 
2H) ppm. 



BNSDOOO: <WO_20(K066788A?_I^ 



WO 2004/056786 



PCT/IB2O03/0060S5 
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B - ^Bromo^r2-f2-m e thoy Y ^h D ^ v ^ thv1am j^^ midin . ? . u)am . ri><1 ^ ^ 
dihydfpsn<»ol-2.on8 (C 21 H z &tj s Q& 




The title compound was isolated as a light pink solid in a 44% yield. MS: 454.1/456 0 (MH+) 
5 'H NMR (d.rDMSO) 6: 10.16 (s. 1H). 8.99 (s. 1H). 7.92 <s. 1H). 7.53 (s. 1H). 7.43 (dd 1H) 
7.20-7.15 <m, 1H). 7.09-7.07 (m. 1H). 6.94-6.92 (m. 1H). 6.87-6.81 (m. 2H). 6.62 (d. 1 H) 3 73 
(s. 3H), 3.54 (q. 2H), 2.83 (t. 2H) ppm. 

Exampte 79 
^5-Bromo^-r2-f4-fluoro^h e ri ^ 

VlaminoVI .3-dihvri rrwinHnL. 



10 2-Q'»erC w H w BrfN 3 Ql. 





The (Hie compound was isolated as a pink solid in a 44% yield. MS- 4421/444 0 
(MH*). 'H NMR {d(r DMSO) 5. 10.22 (s. 1H). 9.04 (s, 1H), 7.98 (s. 1H). 7.55 (S. 1H) 749- 
7.46 (m. 1H). 7.26-7.21 (m. 2H). 7.14-7.08 (m. 2H). 7.00 (t, 1H). 6.69 (d, 1H), 3.59 (q 2H) 
15 3.37 (s.2H). 2.88 (t.2H) ppm. * 

Example 60 
^5^romo^.p^lon>phenv>>«m^^ 



2-one 



20 fCjaH^BrSy^ 



JX 



<WO 200«05678M2_L> 



WO 2004/056786 „ 

PCT/1B200J/0060S5 
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The title intermediate was isolated as a white solid in an 86% yield. GC/MS: ret time 
= 5.36 min; mfc 345/347/349. 'H NMR (de-DMSO) 6: 8.25 (s. 1H). 7.80-7.76 (t. 1H). 7.38- 
7.33 (m. 2H). 7.26-7.23 (m. 2H). 3.59 <q. 2H). 2.87 (t. 2H) ppm. 
A HS-Bromo^p-f^loro-pr^ 
5 dihvdro-lndol-2^ ^»^^f> } 




The title compound was isolated as a pink solid in a 39% yield. MS- 
458.1/460.0/462.1 (MH+). «H NMR (d e -DMSO) 8: 10.19 (S, 1H), 9.00 (s. 1H). 7.93 (s. 1H) 
7.50 (8. 1H), 7.46 (dd. 1H), 7.31-7.29 <m. 2H), 7.19-7.17 (m, 2H), 6.96 (t. 1H). 6.65 (d. 1H) 
10 3.54 (q,2H), 3.34 (S.2H), 2.82 (t.2H) ppm. 

Example 81 

Hfr-Bpmo^2-f2-flqpro-prKm^ 

2-one 

K (^f0m(H2<hlom^midirud. v i^2.fluoro^>w>nv<U,th Y t]. aw , l n a 

15 ISnjJ»BrqFN 3 ), 




The title intermediate was isolated as a white solid in an 84% yield. GC/MS: ret time 
= 4.67min;m/fc 329/331/333. 'H NMR (de-DMSO) 6: 8.23 (s, 1 H), 7.83 (t, 1H). 7.30-7.23 (m 
2H). 7.18-7.10 (m. 2H), 3.62 (q. 2H). 2.92 (t. 2H) ppm. 



BNSOOCO: <WO__20O4O»7WAa_(_> 



WO 2004/056786 PCT/«2003/«0605S 

-101- 



10 



15 



B ' H5^ron^P-(2-flucro.flhftnvlVe^ 
dihydrp^ddl^-one (C ffi H lz g £ Qj a QX 





5 



The title compound was isolated as a pink solid In a 19% yield MS- 4420/444 0 
(MH+). «h NMR (drOMSO) 5: 10.17 (s. 1H). 9.00 (s. 1H). 7.93 (s. 1H). 7.52 (s. 1H). 7.42 (dd 
1H). 7.25-7.20 (m, 2H). 7.13-7.06 (m. 2H). 7.01 (t. 1H). 6.64 (d. 1H). 3.58 (q, 2H). 3.32 (s 2H) 
2.88(t2H)ppm. 

Examole 82 

frf^ r 0mo-4-(3-T>hMivl-allvla^^ 

^ f3-Phenv»-anvft-cartiafnlc add dMert-hutut tr . .iuja » 




The title intermediate was isolated as a light yellow oil in a 77% yield GC/MS- ret 
time = 4.28 min; mfc 277 (MH-t-Bu), 234 (MH-BOC), 221 (MB-fl-Sufe). 1 77 (MH-BOCt-Bu) 
132 (MH^CXy, 116 (bp). *H NMR (oyDMSO) 0: 7.44-7.41 (m. 2H). 7.36-7.31 (m, 2H) 7 28- 
7.23 (m, 1H), 6.50 (d. 1H). 6.25 (dt, 1H).4.26 (d. 2H), 1.46 (s. 18H). 

B- 3-Phenvl-alMam.no fC^Nj 




The titie intermediate in the crude form as a TFA salt was produced. GC/MS- ret 
time = 1.54 min; mte 133. 'H NMR (drDMSO) 5: 7.98 <bs. 2H). 7.42-7.25 (m. 5H). 6 70 (d 
20 1H). 6.23 (dt. 1 H), 3.62-3.57 (m, 2H) ppm. 



B >&XX10 <WO aO04OSS7BS«J_, 



WO 2004/056786 



PCT/IB2003/006055 
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The title intermediate was isolated as a white solid in a 57% yield. GC/MS: ret time = 
5.43 min; mte 323/325/327. 'H NMR (oVOMSO) 5: 8.29 (s. 1H). 8.05 (t. 1H). 7.45-722 (m 
5 5H). 6.55*.S0 (m. 1H). 6.34 (dt, 1H). 4.19-4.15 (m,2H)ppm. 

pnejejjH^BfNgQl 




The title compound was isolated as a pink solid in a 42% yield. MS: 436 1/438 0 
10 (MH+). 'H NMR (d^-OMSO) 5: 10.20 (s. 1H). 9.07 (s. 1H). 8.01 (s. 1H). 7.61 (s 1H) 748- 
7.20 (m. 7H). 6.69 (d. 1H). 6.54-6.36 (m. 2H), 4.18 (t, 2H). 3.39 (s. 2H) ppm. 

Example 83 

SHS-Bronx^ftiophf^.2^^ 

(^BrpnrK^-chloro-py^ 



one 

15 A. 




The tWe intermediate was isolated as a white solid in an 88% yield. GC/MS* ret time 
= 4.49 min; m/r 303/305/307. 'H NMR W(r OMSO) 6: 8.36 (t. 1H). 8.26 (s. 1H). 7 35 (dd 
1H), 7.0(W.99 (m. 1H), 6.93 (dd. 1H). 4.67 (d. 2H) ppm. 



BMSOOCU>. <WO__a0040W7WA*_L> 



WO 2004/056786 
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B. 5^§romfc4ja^^ 
jndot-2-one ((^H^rN jOS) 




The UUe compound was isolated as a pink solid in a 29% yield. MS: 416.1/418.1 
5 (MH+). 'H NMR (da-DMSO) 5: 10.15 (s. 1H). 9.05 (s. 1H), 7.97 (s. 1H). 7.57 (t. 1H), 7.51 (s. 
1H). 7.39-7.30 (m. 2H). 6.97-6.90 (m. 2H), 6.62 (d. 1H). 4.71 (d. 2H), 3.35 (s, 2H) pom. 

Example 84 
^5-Bromo^(thic>phen-2-vtTTiBthv^ 

SOS 

0 * (5-B r omQ-2.cploTp. P v^ 




The title intermediate was isolated as a white solid In an 88% yield. GC/MS: ret time 
= 4.49 min; m/z: 303/305/307. *H NMR (oVOMSO) 6: 8.36 (t 1H). 8.26 (s, 1H), 7.35 (dd. 
1H). 7.00-6.99 (m. 1H). 6.93 <dd. 1H). 4.67 (d, 2H> ppm. 

* H5-BromQ^-HmlQprierH2-^ 
indo^-onefCyH^BrNjOSl 




The title compound was isolated as a purple solid in a 27% yield. MS: 416.1/418.1 
(MH+). 'H NMR (de-DMSO) 6: 10.32 (s. 1H). 9.22 (s. 1H). 8.00 (s. 1H). 7.59 (t. 1H). 7.36 (d. 



<WO__2D0405«7B8A3X> 



WO 2004/056786 
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1H). 7.29 (dd, 1H). 7.19 (dd. 1H). 7.WH5.97 (m. 2H), 6.91-6.88 (m, 1H). 4.74 (d. 2H). 3.34 (s 
2H)ppm. 

ficampleas 

5 0Q8 

K fg^pm^-chlpnvpvj ^idin^-vlH? a ^jmethv^en^ p ,, ^ 
(SiaWCfffrL 




The title intermediate was isolated as a white solid in a 72% yield. GC/MS- ret time = 
10 5.16 min; mte 325/327/329. «H NMR (drDMSO) 6: 8.25 (s. 1H). 8.13 (t. 1H). 7.03* 95 (m 
3H). 4.52 (d. 2H). 2.21 (s, 3H). 2.16 (s. 3H) ppm. 

B ' 3^imet/7Vl-bftn7V)amin 0 >-ovrim^in.2.vt a minn 1 -1 .iwthyW 

■^-one/C^H^R^ 





15 The title compound was isolated as a light pink solid in a 7.7% yield MS- 

438.1/440.1 (MH+). «H NMR (drOMSO) 8: 10.12 (s. 1H). 8.97 (s. 1H>, 7.98 (s, 1H), 7.32 (s 
. 2H). 7.16 (d. 1H). 7.02-6.91 <«n, 3H), 6.47 (d. 1H). 4.54 (d, 2H). 321 (s. 2H). 2.26 (a. 3H) 2 16 



(s. 3H) ppm. 



BNS0OCI0; <WO__20OCOJ«788Ai_L> 



WO 20W/0S6786 



PCT/IB2003/0060SS 
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Example 86 
6-fS-Bfpmo^3,3^iinethVl4)M^ 

one 

A - (5.Bfonv>-2<hlofD-Dvrimiri8n^v| vr2.3^ a th^ 0 n^) . a ^.n a 
5 (C»H»BrCIN 3 l 




The title intennediate was isolated as a white solid in a 72% yield. GC/MS: ret. time = 
5.16 mm; mte 325/327/329. 'H NMR (oVOMSO) 5: 8.25 (s, 1H), 8.13 (t, 1H). 7.03-6.95 (m. 
3H). 4.52 (d, 2H). 2.21 (s, 3H), 2.18 (s. 3H) ppm. 

B - g^5-Bromo^^2.3^lmBthvWhftnzvlaminQW>vfi mid^ 
ind^KwefC^jjaBrNgQ^ 




The title compound was isolated as a purple solid in a 21% yield. MS: 438.0/440.2 
(MH+). 'H NMR (OVOMSO) 0: 10.24 (s, 1H). 9.12 (s. 1H). 8.01 (s. 1H). 7.26 (t. 1H). 7.18 (s. 
15 1H), 7.07 (dd. 1H). 7.02-6.96 (m. 3H). 6.84 (d. 1H). 4.58 (d. 2H). 3.30 (s. 2H). 2.23 <s 3H) 
2.17 (s,3H) ppm. 



BNSOOOa <V»__aO«S»7MA2 X, 
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Examotea/ 
MS-fromo^-(2,5-<tffnethvH)en2y|ami^ 

(^rqmo-Z^loro^vrimidin^-vtV^S-dimfll^benTvlVamlnP 

5 jgaHuBga^, 




The title intermediate was isolated as a white solid in an 84% yield. GC/MS: ret time 
=4.99 mm; mfc 3267327/329. 'H NMR (drDMSO) 6: 8.24 (s, 1H). 8.16 (t. 1H), 7.02-6.91 (m. 
3H). 4.47 (d, 2H). 2.26 (s, 3H). 2.18 (s. 3H) ppm. 
10 a ^^^mo^^.^gnethvl-benzvteminoUnYr^id^-vtannmnl-l ^ihyHr^ 

ir^Pj^nejc^eriasPi 





The title compound was isolated as a off white solid in a 9 % yield. MS: 438.1/440.1 
(MH+). HPLC: ret. time = 6.48 min. *H NMR (de-DMSO) C: 10.12 (s, 1H). 8.99 (s. 1H). 7.98 
15 (s. 1H), 7.35-7.32 (m. 2H). 7.23-7.21 (m. 1H), 7.04-7.02 (m. 1H). 6.91-6.87 (m, 2H), 6.52 (d. 
1H). 4.50 (d. 2H). 3.25 (s. 2H). 2.22 (s. 3H>. 2.14 (s. 3H) ppm. 



<WO 2004054786^.1 _> 
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Example 88 
6-f5-Bromo-4-fo5-<lbTiethvM>enz^ 

one 

A. (S-Brpmo-2.chlonvpvrimiriin-4.vtU? ^imethvl-benzvllamtr*> 
S (C^BrClN^ 




The title Intermediate was isolated as a white soiid rn an 84% yield. GC/MS: ret. time 
= 4.99 min; m/r 325/327/329. 'H NMR (d«-DMS0) 6: 8.24 (s, 1H), 8.16 (t 1 H), 7.02-6.91 (m, 
3H). 4.47 <d. 2H), 256 (s. 3H), 2.18 (s, 3H) ppm. 
10 B - 6-fS-Bromo^2.5-dimeth vM)enzvlamin^ 

in<tol-2-one fC^H^BrN^Q) 




o 

The title compound was isolated as a purple solid in a 4 % yield. MS: 438.1/440.1 
(MH+). HPLC: ret time = 6.86 min. *H NMR (dg-DMSO) 6. 10.26 (s. 1H). 9.13 (s. 1H). 8.01 
15 (s. 1H>. 7.28 (t. 1H). 7.20-7.18 (m. 1H). 7.12-7.09 (m. 1H). 7.03-7.01 (m. 1H). 6.95*86 (m, 
3H). 4.54 (d. 2H). 3.31 (s. 2H), 253 (s. 3H). 2.14 (s. 3H) ppm. 

Example 89 
6-r5-Bromo-4-(2-fluoro-b en2^ammo 

A- /S»Bromo-2^loro-Dvrimid irv4-vlW2.fluoro-benzvtVamine/C 11 H B BrCIFN 3 ) . 



20 
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The title intermediate was isolated as a white solid in a 68% yield. GC/MS time = 
4.75 min; mte 315/317/319. «H NMR (d^DMSO) 6: 8.28*25 (m. 2H), 7.31-722 (m 2H) 
7.18-7.10 (m, 2H), 4.58 (d. 2H) ppm. 

B - WS-Brom < )^2.fliioro4)en2vlamlnoV P vrinriidin-g.vl a n 1 in oV i x^ ^^m^. 
5 onefCffH^BrPM^), 



JX , 



10 



The title compound was isolated as a purple solid in a 6.5% yield. MS: 428 1/430 1 
(MH+). H NMR (d^OMSO) 5: 10.26 (s. 1H). 9.15 (s. 1H). 8.03 (s. 1H), 7.48 (t. 1H). 7.26-7 09 
(m. 6H). 6.87 (d. 1H). 4.65 (d. 2H). 3.31 (s, 2H) ppm. 

Example 9P 

^^offlo^-tpfjupro^^ 
indol-2-one 

A - (S-Brom^^lorrvgYTimidi^vlW^trffluorofnPthovY^n^^^i^ 
ICj^HgBfCIFjNjQ^ 



15 




Theti«einterrn«fiatewasisolateda8awhite80lldina66% yield. GC/MS: rettime = 
4.55 min; m/r 381/383/385. * NMR (d.-DMSO) 0: 8.28 (m. 2H). 7.40-7.30 (m. 4H), 4.63- 
4.62 (d. 2H) ppm. 

20 m^m^&szz^msm^ 




B*SOOClI* <WO__2004C»786«_ L> 
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The title compound was isolated as a dark purple solid In a 2% yield. MS: 
494.1/496.0 (MH*>. 'H NMR (CO,OD) 8: 8.00 (s, 1H). 7.41-7.31 (m, 4H). 7.15-7.09 (m. 2H). 
7.02-6.99 (m, 1H). 4.81 (s. 2H), 3.46 (s, 2H)ppm. 

Example 91 

S-[S-Bromo4-(3-tffiuorametho)rY.benpte^^ 
indPr-2-or>9 

A- (S-Bromp-2<hloro-pyri^^ 




The title intermediate was isolated as a colorless 09 in a 68% yield. GC/MS: ret time 
= 4.75 min; m/z; 381/383/385. 'H NMR (dr-DMSO) 8: 8.35 (t. 1H). 8.26 (s, 1H). 7.45-7.41 (m. 
1H). 7.31-720 (m. 3H). 4.56 (d. 2H) ppm. 

B WS-Brpmo-4-(3.trifluorome^^ 
dihvdro-indol-2-ono (C^^^cl.) 




The title compound was isolated as a pink solid In a 38% yield. MS: 494.1/496.1 
(MH+). *H NMR (drOMSO) 6: 10.16 (s. 1H). 9.02 (s, 1H). 7.98 (6. 1H). 7.61 (t. 1H). 7.44-7.39 
(m. 2H). 7.32-7.17 (m. 4H), 6.57 (d, 2H). 4.59 (d. 2H), 359 (s, 2H) ppm. 



BNSDOCtt <WO__a»406S7M»2_L> 
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Example fl g 
H^rompHH3-triflMorofTiethoxv-benzv)am^ 

A. (5-Bromo-2-chforo 



famine 
5 ICuHsBeQEj^ 



jcc: 



The title intermediate was isolated as a colorless oil in a 68% yield. GC/MS: ret time 
= 4.75 min; mlr. 381/383*85. »H NMR (oVDMSO) S: 8.35 (t. 1H), 828 (s, 1H), 7.45-7.41 (m. 
1H). 7.31 -7.20 (m, 3H). 4.56 (d. 2H) ppm. 

10 B - H5-Bromp^-(3-trtfluoromethoxv^^ 

dihvdro-indot-2-one fC^^ BrPjMjO.) 



The title compound was isolated as a purple solid in a 4% yield. MS: 494.2/496.2 
(MH+). 'H NMR (drOMSO) 6: 10.32 (s. 1H). 9.17 (s. 1H). 8.01 (s, 1H). 7.65 {t, 1H). 7.42-728 
15 (m. 4H). 7.17-7.15 (m. 1H). 7.07 (dd. 1H). 6.92 (d. 1H). 4.62 (d. 2H). 3.31 (s. 2H) ppm. 

Example 93 
HfrBronw-4-(4-mfluorom«1hox^ 
lndol-2-ona 

20 




F 

O — J— F 
F 



BNSDOCHX *WO__20O«05fi7B8A2_L> 
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The title intermediate was isolated as a colorless oil in a 76% yield. GC/MS: ret time 
= 4.88min;mfc: 381/383/385. ' H NMRWrOMSO) 6: 8.34 (t. 1H). 8,25 (s. 1H). 7.41 -737 (m 
2H). 7.30-7.27 (m.2H). 4.56 (d,2H) ppm. 

5 dihvdro-indoU^ft (f^fcy^g^ 



.XX 



Br 



10 



The title compound was isolated as a light gray solid in a 23% yield. MS: 494.0/496.0 
(MH+). «H NMR (oVDMSO) 5: 10.14 (s. 1H), 9.01 (s. 1H). 7.98 (s. 1H). 7.59 (t 1H). 7.40-7 21 
(m. 6H). 6.57 (d, 1H), 4.58 (d, 2H). 3.29 (s. 2H) ppm. 

Example 94 

6-[5^mo^4-triffaoromemoxv^^ a nr>mn^ vrimid^ 
Indol-S-ona 

K ^fr<Wo-2-chloro-pyrimld^ 
fCH.BfCIP^y 



15 



The title intermediate was isolated as a colorless oil in a 76% yield. GC/MS: ret time 
= 4.88 min; mte 381/383/385. «H NMR (oVDMSO) 5: 8.34 (t. 1H), 8.25 (s. 1H). 7.41-7.37 (m 
2H). 7.30-727 <m, 2H), 4.56 (d. 2H) ppm. 



<wo_^20O4Q5e7aaA3_L> 
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B - ^^ron^+frffluorometrK)^^ 

The title compound was isolated as a purple solid in a 25% yield. MS: 494.0/496.0 (MH*) 'H 
5 NMR (de-DMSO) 6: 10.31 (s. 1H), 9.16 <s. 1H). 8.01 (s. 1H). 7.61 (t, 1H). 7.42 (d. 2H) 7 28- 
7.25 (m. 3H), 7.09 (dd. 1H). 6.92 (d. 1H), 4.61 (d. 2H), 3.32 <s, 2H) ppm. 

Example 95 
6-fS*rom<)^.(2. m ethoxv^n^^ 

(S-Bromo-2-chlor < M>vri m ^ in ^viVf2-meth 0 «y^ 
10 jg^uBraNgQ). 




16 



The title intermediate was isolated as a white solid in a 78% yield. GC/MS- ret time = 
5.43 min; mfe 327/329/331. 'H NMR (oVDMSO) 6: 8.26 (s. 1H), 8.05 (t, 1H). 7.23-719 (m 
1 H). 7.01-6.96 (m. 2H). 6.88^.84 (m, 1H). 4.52 (d. 2H). 3.80 (s. 3H) ppm. 

ind^nefC^jsifflaO^ 




o 

The title compound was isolated as a gray solid in a 12% yield. MS: 440 1/442 1 
(MH+). «H NMR (de-DMSO) 6: 10.31 (s, 1H). 9.17 (s. 1H). 8.00 (s. 1H). 7.54 (t. 1H). 7.29 (s. 



WO 2004/056786 
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1H). 7.20-7.11 (m. 2H). 6.95-6.89 (m. 3H). 6.75-6.73 (m. 1H). 4.58 (d. 2H). 3.63 (s. 3H). 3.32 
(s. 2H) ppm. 

Example 96 
6-r^rpmo^(3^ethoxv-benz>rfamiry>l^ 

A- (5-eromo-2^loro-Dvrimidln-4.viW3^iethoi W .ben?v<Wamin ft 
fC„H 1t BrCIN ; Ol 




"Pie title intermediate was isolated as a white solid in an 83% yield. GC/MS: ret. time 
= 5.56 min; m/c 327/329/331. 'H NMR (oVDMSO) S: 8.28 (t. 1H), 8.25 (s, 1H). 7.21 (t. 1H). 
10 6.86-6.77 (m.3H), 4.50 (d.2H), 3.70 (s,3H) ppm. 

B 6»f5-Bromo-4-(3-metho»M Mr^aminoVttvr^^ 
ipdol-^-oneCC^rNAI 




The title compound was isolated as a pinK solid in a 5% yield. MS: 440.0/442.0 
15 (MH+). *H NMR (drOMSO) 5: 10.23 (s. 1H). 9.11 (s. 1H), 8.02 (s. 1H). 7.21-6.82 (m, 8H). 
4.57 (d, 2H). 3.81 (s. 3H), 3.30 (s. 2H) ppm. 



WO 2004/056786 
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Exampte97 

6-r5-6|PmP-4-f3-trrffuorometh^ 

2-one 

A- <frBron^2-chtorowlmidir^ 
5 (C„H,BrClF,N 3 V 



F 




The title intermediate was isolated as a white sofid in a 78% yield. GC/MS: ret time = 
4.77 min; mte 365/367/369. NMR (oVDMSO) 6: 8.38 (t. 1H), 8.26 (s. 1H), 7.67 (s. 1H), 
7.59-7.51 (m. 3H). 4.60 (d. 2H) ppm. 

B - 6-fS-3romo^f3-tnfluorometnvl-tffifttvtamt^^ 
i"doi-2-one (CaHisBrfaNaOl 



F 




O 



The title compound was Isolated as a purple solid in a 10% yield. MS. 478.0/480.0 
(MH+). 'H NMR (oVDMSO) 6: 10.33 (s. 1H), 9.18 (s, 1H). 8.01 (s. 1H). 7.71-7.67 (m. 2H), 
7.62-6.60 (m. 1H). 7.54-7.48 (m. 2H). 7.29 (d. 1H). 7.05 (dd. 1H). 6.91 (d. 1H). 4.66 (d! 2H) 
3.31 (s.2H) ppm. 
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Examola 9a 

one 

A. Thiazole-2-cartoaldehvdB oxim P fg jH jN^SV 



The title intermediate was synthesized following the procedure by Dondoni (Dondoni, 
A.. Fantin, G., Fogagnolo, M., Medici. A., Pedrini, P.; Synthesis 1987. 998-1001) and isolated 
as a Gght purple solid in a 50% yield. GC/MS: ret time = 1 .55 min and 1 .70 mln (ds and trans 
isomers); m/z: 128. 

B. ^TWa20t.2-vMnethvternln6 fC^MjS) 



The title intermediate was synthesized following the procedure by Dondoni (Dondoni. 
A.. Merohan, F.L. Merino. P.. Rqjo. I.. Tejero. T.; Synthesis. 1996. 641-646) and isolated as a 
crude sample in a 21% yield. GC/MS: ret. tone = 0.99 min; m/z: 114. *H NMR (ds-DMSO) 6: 
15 7.65 (d.1H). 7.52 (d. 1H). 3.95 (s.2H). 3.30 (s,2H)ppm. 

c - (5-Bromo-2-chloro.Dvrimidin^Y l V thig ^- 2-vlmethvt-aminafC f H ffl BrClM^) l 



The title intermediate was isolated as a yellow solid in a 45% yield. GC/MS: ret. time 
= 4.91 min; m/z: 304/3067308. 'H NMR (eVDMSO) 5: 8.55 (t, 1H). 8.33 (s, 1H). 7.71 (d. 1H). 
20 7.60 (d.lH), 4.81 (d.2H)ppm. 




NOH 



5 



NH 2 
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10 



15 



D. S-/5-BrofTMM4(thia20J-2-vtmethvn 
indot-2-one fC^H^BrNfiOS). 



The title compound was isolated as a brown solid in a 43% yield. MS: 417.0/418.9 
(MH». . *H NMR (de-DMSO) 6: 10.15 (s, 1H), 9.10 (s, 1H). 8.02 (S, 1H), 7.82 (Sb, 1H). 7.72 
(d. 1H), 7.54 (d. 1H). 7.40 (s. 1H). 7.22 (d. 1H). 6.56 (d. 1H). 4.81 (d, 2H). 3.33 (S. 2H) ppm. 



5-<S-Bromo-4-HS-memanesulfOTvMhi^^ 
1,3-djhydro-indpt-3-one 

A 5-Memanesulfonvt-thiODhene-2-carbaldehvd8 tCftD&L 



The title intermediate was prepared by adapting the procedure by Archer (Archer, 
W.J., Cook. R. Taylor, R.; J. Cham. Soc. Perkin Trans. It, 1983. 813-819) and isolated as a 
light yellow solid in a 26% yield. GC/MS: ret. time = 2.96 mm; m/c 190. 'H NMR (de-DMSO) 
5: 10.01 (s, 1H). 8.08 (d, 1H), 7.94 (d, 1H), 3.42 (s. 3H) ppm. 

B. (5-Methanesulfonyl-thi0Dhen-2-vlV-methanoUC e H fl O3S z ). 



The title intermediate was prepared by adapting the procedure by Lee (Lee, Y. and 
Silverman, R.B.; Tetrahedron, 2001, 53, 5339-5352) and isolated as a yellow oil in a 74% 
yield. GC/MS: ret. time = 3.55 min; m/r 192. *H NMR (d„-DMSO) 6: 7.61 (d. 1H). 7.04 (d, 
1H). 5.83 (t. 1H), 4.67 (d. 2H). 3.27 (s. 3H) ppm. 




Example 99 




OH 




BNSOOCICk <WO 200405«7S8A4.L> 
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^-Chtoromethy|-5.nr»ethanesu)fonvl-mi t )Phenfe(C M H^0 3 g^ 




o 

The HUe Intermediate was isolated as a white solid In a 52% yield. GC/MS: ret time » 
3.31 mln; mfe: 210/212. 'H NMR (d«rOMSO) 6: 7.65 (d. 1H). 7.29 (d, 1H). 5.08 (s, 2H). 3.32 
5 (s, 3H) ppm. 

a- C-(5-Methanesu>fonvMhiooh R n-2-v<\-methvlamir%e (CgH«NQ 7 S ? \ 




The title intermediate was isolated as a white solid in the TFA salt form in a 75% yield. 
GC/MS: ret time = 3.53 mln; mte 191. 'H NMR (oVDMSO) 5: 8.36 <s, 2H). 7.73 (d. 1H). 
10 7.32 (d. 1H), 4.32 (s, 2H), 3.32 (s. 3H) ppm. 

E- (S-Brc>mo-2^mloro-ovrimidin-4-vlW 
amine (C^ H fl BrCIN a O^V 



•JL 



The title intermediate was isolated as a lignt yellow solid in a 74% yield. GC/MS: ret. 
15 time = 7.00 mln; m/z: 381/383/385. 'H NMR (de-OMSO) 6: 8.49 (t, 1H), 8.31 (s, 1H). 7.62 (d, 
1H), 7.14 <d. 1H), 4.72 (d. 2H). 3.27 (s, 3H)ppm. 



BNSDOCID. <WO__20040Se7WAJJ_> 
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F. 54S-Bromo-44(5-memanesulfonvl-ftioph^ 
vfaminoM .3-dihvdro-lndol-2-fine fC^H^BrN^OjS^t. 



The title compound was isolated as a pink solid In an 18% yield. MS: 494.0/495.9 



5 (MH+). 'H NMR (oVOMSO) 6: 10.18 (s, 1H), 9.11 (s, 1H). 8.01 {s. 1H), 7.74 (t, 1H), 7.61 (d. 
1H), 7.47 (s. 1H). 7.34-7.31 (m. 1H), 7.11 (d. 1H), 6.63 (d, 1H), 4.74 (d. 1H). 3.37 (s, 2H). 3.30 
(s, 3H) ppm. 



5VfrBipmo^2.3-dffluoro-benzvlamin^ 

A. (5-Bromo-2^loro-pvrimidirM-v1W2.3^ffluo fo-benzvlVamlne 
lOllHzBrClFjN^ 



The title intermediate was Isolated as a white solid in a 78% yietd. GC/MS: ret. time = 
4.77 min; m/r 333/3357337. *H NMR (de-DMSO) 6: 8.33 (t 1H). 8.28 (s. 1H). 7.33-7.26 (m, 
15 1 H). 7.16-7.06 (m. 2H), 4.61 (d. 2H) ppm. 

B. 5^5-BronM>^f2.3<lffluoro-benzv^ 
iodo|-2-one (C M HjjBffjNgQ), 




Example 100 
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The title compound was isolated as a pink solid in a 33% yield. MS: 446.1/448.0 
(MH+). 'H NMR (oVOMSO) 6: 10.16 (S, 1H). 9.05 (s. 1H). 8.00 (s. 1H), 7.58 (t. 1H). 7.32-7.21 
(m, 3H). 7.13-7.11 (m. 1H). 7.03-7.01 (m. 1H), 6.54 (d. 1H). 4.65 (d. 2H). 3.28 (s, 2H) ppm. 

Example 101 
5 6-(5-Bromo-4-(2.3-difluofo^ enz^ 

A. fS-Bromo-2-cMoro^vrimidin^vlH2^ 

The title intermediate was isolated as a white solid in a 78% yield. GC/MS: ret. time ■ 
10 4.77 mm; mfc 333/335/337. *H NMR (da-DMSO) 6: 8.33 (t 1H). 8.28 (s. 1H), 7.33-7.26 (m, 
1H). 7.16-7.06 (m. 2H). 4.61 (d. 2H) ppm. 

B. 6-fS-Bromo-4-f2.3-dilhJorD^fln^^ 
indot-2-one (Q^ifirF aNgPl, 




15 The title compound was isolated as a purple solid in en 8% yield. MS: 446.0/447.9 

(MH+). 'H NMR (ds-DMSO) 5: 10.28 (S. 1H). 9.18 (s. 1H), 8.04 (S. 1H). 7.57 (t, 1H). 7.28-7.26 
(m. 1H), 7.13-7.06 (m. 4H), 6.87 (d. 1H), 4.68 (d. 1H). 3.32 (s. 2H) ppm. 

Example 102 
S-f5-Bromo-4-f2.4-dffluorr >4)enz^ 
20 A. (5-Bromo-2-<^lcyo-ovTimidinwt-vlH2.4-difluo ro-t>enzvlVamine 




8NS00OD: <VTO J0(XO5e788A2_L> 
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The title compound was isolated as a light purple solid in an 11% yield. MS: 
446.2/448.2. 1 H NMR (<fe-DMSO) &: 1026 (s, 1H) t 9.18 (s, 1H), 8.03 (s, 1H). 7.50 (t. 1H). 
7.32, 7.12 (m, 4H), 7.02-6.97 (m, 1H), 6.90 (d, 1H), 4.61 (d, 2H) f 3.32 (s. 2H) ppm. 

The following compounds were also prepared using the methods described in this 
5 application: 

6-[5<&loro-4^2-trif^ 

2-one 

5^h!oro-N2-(1-memyMH-indol-5-^ 

diamine 

10 5^Woro^-(1HnrwJazol^y^ 

5- Ch!oro-NMl^ethyMH-»ndol^ 

6- {5^loro-4-[(pyridiiv2-ytm^ 

one 

5- Chloro-N2-(1H-indazol^^ 

15 5-CWoro^-{1H-indazol-6.yt)-^ 
(5^5-Bromo-4-l(pyrklin-2-ylmem^^ 
acid tert-butyl ester 

(6^5-Bromo-4-{(pyridk>-2-^ 
add tert-butyl ester 

20 6-{4H(Pyridir^2-ylrT^yl>-amm^^ ,3^lihydro- 

indol-2-one 

N2-(1-MethyM K-indol-5-yl)-N4^y^ 

diamine 

(6^5-Bromo^-[(pyridiiv2-ytmemyl^^ acid 
25 tert-butyl ester 

N4-Pyridin-2-ylmethyl«N2^uinolii^ 
2K6^5-Brom<HH(pyrkHrv2-yfmeth^ 
methoxy-ethyl)-acetamide 

6- {5-Chloro-4-[(3-methyl-pyridi^ ,3-dihydro- 
30 indol-2-one 

(6-{5-Bromo^-[(pyrid^ 

(6^5-Bromo^{(pyridirv2-ylmeth^^^ 
acid tert-butyl ester 

N2-< 1 H-lndazol-6-y1)-N4-pyrid^ 
35 (5-{5-Bo)mo-4-[(pyridin-2-^^ acid 

tert-butyl ester 



BNSOOC1D: <W O 200O3g7e6A2J^> 
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The tide intermediate was isolated as a white solid in a 78% yield. GC/MS: ret tone = 
4.63 min; m/fc 333/33S/337. *H NMR (oVOMSO) 6: 8.28-8.26 (m. 2H). 7.35-7.29 (m, 1H). 
7.23-7.17 <m, 1H). 7.04-6.99 (m, 1 H), 4.54 (d. 2H) ppm. 

B. 5-r5-BTomo-4-(2.4^lfluoro-bergvtaminoVD^ 
5 indol^nefC^BfF^aO). 




The title compound was isolated as a dark pink solid in a 13% yield. MS: 446.1/448.1 
(MH+). 1 H NMR (oVDMSO) 6: 10.15 (s, 1H), 9.04 (s. 1H). 8.00 (s. 1H). 7.51 (t. 1H). 7.39 (s. 
1H), 7.25-7.20 (m. 3H). 7.03-6.98 (m. 1H). 6.56 (d. 1H). 4.58 (d. 2H). 3.30 (s. 2H) ppm. 
10 Example 103 

6-t5-BrormHM2.4-dffluoro-benzvlBm^ 

A. fS-Bromo-2-chtoro-ovrimldir>4-vlVr2.4-difluoro-berizvl>-amine 
fC„H f BrCIF 7 KI,l 




1 5 The tide intermediate was isolated as a white solid in a 78% yield. GC/MS: ret tone = 

4.63 min; m/r 333/335/337. 'H NMR (oVDMSO) 6: 8.286.26 (m, 2H). 7.35-7.29 (m. 1H). 
7.23-7.17 (m, 1H). 7.04-6.99 (m. 1H). 4.54 (d. 2H) ppm. 

B. 6-f5-Bromo-4-Y2.4-<tiftuoro-o&nz^^ 
indot-2-oneffC tfl H I ,BrF < N 1 OV 
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(6K5*romo-4-((pyrkiirv2-ylm^^ 

acid 

(5-{5-Bromo^[(pyridin-2-yl^ -y1)-acetlc acid 

(5K5-Bromo-4-[(pyridirv-2-yto^ 

5 acid 

5^5<:hloro-4-[(3-fTieth^ 
indol-2-one 

5^5-Chloro^3^ethanesulfOT^ 
indol-2-one 

10 6^5^htoro4^3-methyW>^^ 3n«hydr*indol-2-one 

5^5^hloro^2-1tuoro-benzylOT t 3-dihydro-indol-2-one 

6-[5-CNwx>^2-fluoro-benz^ ,3-dihydro-indol-2-one 

5^5-Bromo^(2^ethoxy-ethtf 

545-Chloro^-{a^ethyW)enzylamino)-p^ 
15 6-{5-Chloro^(4-methyt-pyrid^ ,3-dihydro- 

lndol-2-oro 

5^4-Beruytamino-5K*loro-py^ 

5^romo^2-(1H-in<k>*-5-yt>N4-p^ 

5-Bfomo4^2-(1H^dol-5^H^ 
20 5-Bromo-N2-<1 H-tadol-4^)-N4K2-^idl^ 

5^rofiu>^2^1 H-indazol-5-^^ 
. 5-8romo-N2-{1 H-iixiazol^yt)-N4^2-pyridin-2-^ 

5-Bromo-N2-(1H-indol-4-yl)-N4^y^^ 

5^omo4vJ2-(1H-indazol-5-y1)-N4-p^ 
25 N2-<1 H-lndol-5-yJ)-N4-pyridIiv2-yfmethylH>yrimldine.2 

N2-<1 H-lndazol-6-yl)-N4-pyrkrm^ 

N2-<1H-lndol-5-y1>-NM2i>yrWi^ 

N2^1 H-lndazol-5-yty N4-pyridin-2-y^ 

N2-(1H-lndazol-5-yi)-N4K2i>y^ 
30 N2-(1 H-lndarol-6-yl)-N4^2i>y^ 

545-Bromo-4~f(pyrkilrv2-ylmeth^^ 
benzoimrdazol-2-ono 

545-Bromo^(2-pyridin-2-yl-et^ 
benzoimidazol-2-one 

35 5^4^(Pyridin-2-ylmelhy»>^ino]-pyrimk!ln*2-^ , Wihydro-benzoamfcJazol-2- 

one 

5^4-(2-Fyidln-2-yl^thylaminoH^^ 
5-Bromo-N2-(1H-ind0Zol-G-yl)-W^ 
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5^5*omo^(pyridln-2-y!methyl)-amin^ 

one 

5-{5-Brom<>^2^yridirv-2-yte^ 

5^2-Pyrkfin-2-y^ytam 
5 5-Bromo-N2-(2-methyH H-Jndoh5-yl)-N4^2i>yri^ 

N2-<24tetoyMH-indoW^^^ 

N2-<1 H-lr*iol^yl)-N4-pyri^^ 

5-Bromo-N2-(2HTiethyl-1H-tado^^ 

5-Bromc>-N2-(1H-indo^-yl)^ 
10 5-Bromo-N2-<1 H-indoW-ylHiH2s>yr1din-2^ 

N2-<1 H-6enzoimHazDl-5-yl>5^^ 

N2^1H-Benzoimtdazo«-5-yl>5.b^ 

3-l5-Bromo^2i>yrkHn-2-ytet^ 
N2-(1H-BenzoimidazDl-5-yiV^^ 
15 5-Bromo-N2-(2-methyl-1 H-benzormidazol-5-ylhN4-pyrW^^ 

diamine 

N2^2-MemyMH4>enzoimidazol-^ 
5-Bromo-N2-(2-methyM H-benzoimidazol-5-yl^ 
2,4-diamine 

20 5-Bromo-N2-<2 # 3-<flhydr<M Wndol-5-y»H44^2^^ 

diamine 

N2-{2,3^ihydrcMH-indol-5^^^ 

5-Bromo^2^1-methyMH-irHlol-^^ 

N2-(1-MethyM H-indol^ylVN4i>yridiTV^^^ 
25 5-Bromo4^2K2>dfhydro-1H-indol^ 

5-Bromo-N2K1^%^1H-indoJ-5-y^ 

5-Ruoro-N4-pyrkiin-2-y1methy^ 

5-Bromo^-pyridin-2-ytmethy^ 

5-Biwto-N2-(1 mndol^ 
30 5-Bromo-N2-(1 H^dol-7-y0-N4^yridirv2-tf 

5- Bromo-N2-(1 H-indazol^yJ)-N4-pyrkii^ 

6- {5-Bromo^[(pyridiiv2-ylmeth^ 

one 

5-Bromo-N2^1H-indazol^yl)-M^ 
35 5-Bromo^4-(2^yridirv2-y^ 

5- Bromo-N4^yridin-2-ylmeth^^ 
5^ronrc>4^-(2i>yrk!ifV-2-^ 

6- [5-BromcM-(2-pyrWin-2-y!-eth^ 
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5-Bromo-N4ijyridin-2-y1methyWJ2K|w^^ 
5^femo-N4^2i>yrkjin-2-y)-ethtf^^ 
5K5-Bromo^(pyridin-2-ylmetty^ 
add ethyl ester 

5 6-[5^mo-4-<2-trifluoromemyl^>enz^ .WihydrcMndol- 

2-one 

5-Bromo-N2H1H-indazol-5-ylH44-<2-^ 
>Bromo-ro-(1Hwndazol^y1)-N4^2-t^ 
5-Bronio-N2-(1^ethyMHHndol-5.y^ 

10 diamine 

5-Bromo-hC-<1H^azo^7-y1)-N4^^ 

5-Bfomo-N2H1H^da»l^yl)^24rifl U or OT ethyM^ 
^5-Bromo-4-[(pyrklirv2-ylmethy))^ 

one ' 

15 N2-BenzothiazoW^5^ ro mo-N4^^ 

5K5-Bfomo^(pyridirH2-ylmethyl)-aminohpyrimid^ 
carbon itrile 

^Bromo-N4-pyrkli*2-yt^ 
2,4-diamine 

20 N2 ^- B <^-1H-indol-5-yl).5*ro^ 
5-Bnwno-N4-pyridin-2-ylme^^^ 

diamine 

N2-<1-EkmzyMH.indazol-5*)-5^^ 
5-Bromc^-<lHnemyMH-hdazo^ 
25 ^"^^^emyi-c^ H-indol-5- 

y0-pyrimidine-2,4-diamine 

5*romo*4^4.niemy^or*xyl^ 
yQ-pyrimidine-2,4-<Jiamine 

5-Bromo-N4-cyclohex^ 
30 pyrimfdine-2.4-diamine 

H5-nuoro^(pyridiiv2-ylm^^ (1 A3.6-tetrahydn>pyridin- 

4-yl)-1H-indol-5-ylamine 

H5-Chtoro^Kpyridin-2-/metW 
4-yl)-i l+indol-5-ylamine 

35 ^"^^IH-indazoJ-S-yl^ 

^S-Fluoro^pyridin^-ylmethylJ-am^ 

one 

5^hlon>N2-(1H*dazol-5-yl^N4-pyridirv2-^ 
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5^^hloro^[(pyrldin-2-ylmetty 

one 

5-Ruoro-N4-(2i^ 
pyrimidine-2.4-diamine 
5 ^^^2^yridtn-2-yl^^^ 
pyrimidine-2,4-diamine 

5-Fluoro-N2-{1 H-indazoI-S-ylHW^^^ 
545-FJuorc>4^2i)yridin-2-y^^ 
5^h!oro-N2^1HHrKlaze^ 
10 M5^Woro^2i>yridin^ 

5^4-[(Pyridin-2-ylmethy1)-amino]-5-^ 
indol-2-one 

5H5-Methoxy^(pyridin-2-^^ 

one 

15 5K5^ethox)^2-pyrid^ ,3-dihydro-indol-2- 

one 

5^5-Methoxy^2-trifluorometh^ 

2-one 

5^«rorw>^(cydohex-1-eny^^ 

20 2-one 

5^Bromo^methyl^yridirv2-ylmeth^ 
indol-2-one 

5-p-Bromo^4^emyMq^hexylamino^ 

one 

25 5-[5-Bromo^(4^ethyk^hex^ ,3-dihydro-indol-2- 

one 

5-[5-Bromo^-(cyclohexytmefo^ 
5K5^hloro^-(24rifiuofomemyl-te^ 

2-one 

30 2 ^ 2 <>x<>- 2 .3^hydro-1^ 
carbon itrile 

5K5^m>1^Kpyridin-2-y^ 

one 

N2^1 mndazo^yl)-5-meth^ 
35 ^ , ^°- N 4-P>™i^^ 
pyrimidtne-2,4-diamlne 

5-Chlon>^4^yridin-2-ylm^ 
pyiimidlne-2 t 4-diamine 
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2^2-Oxo-2,3-dihydro-1 H^nctol^ylam 
pyrimidine-5-cart>onitrile 

5^4-(MethyK2-pyrWin-2-yl^myl)^mino]-pyrim«ii^ 
5^romo-N4-cyclohex-1^^^ 

5 yl]-pyrimldine-2 f 4-dlamine 

N2-(1H«lrtdazol-5-yl)-^ 
5-[5-Trifluoromethyl^2-W^ 
dihydro-indol-2-one 

6^2-l(Pyridin-2-ylme%l^ 
10 Mo)-2-one 

5K5-Bromo-4^iperidfo^yiam^^^ # 3-dihydronndol-2-one 
5^4^1-Acetyf-piperidin^ylamino)-5-bromoi) 

one 

2K2-Oxo-2,3^ihyt^1H-Indol^^ 
15 carbora'trile 

5K4-[(3-Methytyyrldin-2^ 
dihyriro-indol-2-one 

&K4-[(3-MethyH3yridin-2-^ ,3. 
dihydro-mdol-2-one 

20 4-[5.Bromo-2^2-oxo-2 t 3-dihydro-1 H-mdol-5-ylamiTO^ 

1-certx>xytic acid tert-butyl ester 

5-[5-Bromo^(1-methanesu^ 3_ 
diiydro-lndol-2-one 

5-{5-Bromo-4^peridin-3-yiamin^ 

25 ^B^o-^-oxo^.S-dihydr^ 
1-carboxytic acid ethylamide 

3-t5-Bromo-2-(2^xo-2,3^ihyd^ 
1-carboxylic acid ethylamide 

5- (4-(1 -Benzoyt-piperidin^ytamto^ ,3-dihydro-indol- 

30 2-one 

6- (4^3-Methanesu»fony».benzytaminoV5-me1hox^ 
indol-2-one 

6-[4-<3-Methane$ulfonyl-benzyfamlro^ 
dihydro-indol-2-one 

35 ^K^3-ltothanesulfonyM)e^ 
^(1-Ben»nesulfony^pipe^ 
dihydro-indol-2-one 
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5 



5-[4K3^eihanesuffonyWj^ 
dihydrcHndoJ-2-one 



one 



6H5^l«c^(piperkJir^-ytmeW 



6^5<» ) loTo^(l.memane8ulfonyl-piperio1n^ym 
1,3-dihydrD-lndoJ-2-one 

^Bronx>^[(piperidir>*-ylme^^ 



one 

^5-Brcmo^[(i-methsnesulf^^ 
10 1,3-dihydro-indoW-one 

^^uoro^3^thanesulfonyl^ 
indol-2-one 

^Bromo^-[<1*vdroxy^orw^^ 
indol-2-one. 

15 ... 

The present invention is not to be limited in scope by the specific embodiments 
described herein, indeed, various modifications of the invention in addition to those described 
herein wfll become apparent to those skilled in the art from the foregoing description and the 
accompanying figures. Such modifications are intended to fall within the scope of the 
20 appended claims. 

AM patents, applications, publications, test methods, literature, and other materials 
cited herein are hereby incorporated herein by reference in their entireties. 
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CLAIMS 

1. A compound of the formula 1 



R 4 

1 

5 or a pharmaceutical^ acceptable salt, solvate, hydrate, or prodrug (hereof, 
wherein R' has the following formula 2 

\ A 

z— W 

2 

wherein each D is independently selected from the group consisting of CR» and N. with the 
10 proviso that R* is linked to NH group through a ring carbon atom; 

wherein E and G are independently selected from the group consisting of N and C; 
wherein X. W and Q are independently selected from the group consisting of N. O. S 
SO& CO, NR 3 . CR* and CR^R 3 ; 

wherein Y and Z are independently present or absent, if present Y and Z are selected 
15 from the group coiusistira of N.OA 

wherein A is present or absent, if present A is selected from the group consisting of O. S 
and NH and wherein B is present or absent, if present B is selected from the group consisting of 
CO, SOfc and NR 6 , with the proviso that when A is 0 or S (hat B is absent; 
wherein n is an integer from 1 to 3; 
20 wherein each R 1 is independently selected from the group consisting of H, C,-C« alkyl. 

CrC, cyctoalkyl, C 4 -C 7 heterocydoalkyl. OCrC alkyl, OCyC, cyctoalkyt. OC 4 -C 7 heterocytoalkyl. 
NH* NHR 9 . NRV. SR 6 . SOR 9 . SOjf, COft, CONH,. CONHR 8 . CONRV. SO^IH, 
SC^NHR 8 . SOJMRV. NHCOR 8 . NR B CONR°. NHCONHR 9 , NR e CONHR 8 . NHCONRV 
NR'CONrV, NHSC* 8 . NR^R'. with the proviso that O, N or S atom of the foregoing 
25 subslituents may not be bound to a carbon atom bound to another heteroatom. said alkyl. 
cyctoalkyl. heterocydoalkyl moieties of the foregoing groups are optionally substituted by 1 to 3 
subslituents independently selected from the group consisting of H. halo. C,-C« alkyl. CN. NH,, 
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NHR 10 . N(R ,e )j, OR 10 , C-Co alkyl. CrC cycloatkyl, C 4 -Ct heterocydoalkyl, COjR 11 . CONH 2 , 
CONHR 11 , and CONR"R 12 ; 

wherein each R* is independently selected from the group consisting of H, C,-C« elkyi, 
CyCr cydoalkyl, C4-C7 heterocydoalkyl, COjR 8 , CONH& CONHR 6 . CONRV or R 2 and R 3 
5 taken together with the carbon atom they are linked to can form a 3-7 membered cydoalkyl ring 
or 4-7 membered heterocydoalkyl ring, wherein each methylene group present in said 3-7 
membered cydoalkyl ring and said 4-7 membered heterocydoalkyl ring may be optionally 
replaced by a C=0 group, said alkyl. cydoatkyt. heterocydoalkyl moieties of the foregoing groups 
are optionally substituted by 1 to 3 substituents independently selected from the group consisting 
10 of H. halo. C-Ce alkyl. CN. NH 2 . NHR 10 , N<R ,0 k, OR 10 , C-C, alkyl, CrC 7 cydoalkyl. C4-C7 
hetenwydoalkyl. COjR 11 , CONH* CONHR 11 . and CONR n R* ; 

wherein R* is selected from the group consisting of H, C,-Ce alkyl. CrC 7 cydoalkyl. C«- 
C7 heterocydoalkyl. C«-C 10 aryl. and 5-10 membered heteroaryt. the alkyl. cydoatkyt. 
heterocydoalkyl. aryl and heteroaryl moieties of the foregoing groups are optionally substituted 
15 by 1 to 3 subsitutents independently selected from the group consisting of H. halo. OH. NO* C r 
alkyl. C(PH=CFhe. CeCR 6 . CrC 7 cydoalkyl. C 4 -C 7 heterocydoalkyl. OC.-Ca alkyl, OCrC, 
cydoalkyl. OC4-C7 heterocyloalkyl. C=N-OH. C=N-0(C,-Ce alkyl). NH* NHR 6 , NR 6 R 7 , SR 8 . ' 
SOR 8 , SOjR 8 . COjR 8 . CONH* CONHR 9 . CONR*R r , SOjNH,. SOjNHR 6 . SOjNR*R 7 , NHCOR 8 , 
NR 6 C0NR*. NHCONHR 9 . NR 6 CONHR 6 , NHCONR*R 7 , NR^ONRW, NHSOjR 6 . NrfSOjR 6 . 
20 with the proviso that 0, N or S atom of the foregoing substituents may not be bound to a carton 
atom bound to another heteroatom; 

wherein R 5 is selected from the group consisting of H. Br. a, CN, CF 3 . CHjF. CHF a . 
SOjCHa. CONH 2 , cydopropyt. cydobutyt. CeHs. CONHR 8 , CONRV, COjR 6 , qR°)=C<RV and 
CaCR*; 

25 wherein each R 8 is independently selected from the group consisting of H, d-Ce alkyl. 

CrC r cydoalkyl. C 4 -C 7 heterocydoalkyl, QrC,o aryl, and 5-10 membered heteroaryl. said alkyl. 
cydoalkyl. heterocydoalkyl. aryl. and heteroaryl moieties of the foregoing groups ere optionally 
substituted by 1 to 3 substituents independently selected from the group consisting of H. halo, 
C-C, alkyl. CN. NHj, NHR 10 . NfR 10 )* OR 10 . C-C alkyl. Cy<h cydoalkyl. C 4 -C 7 heterocydoalkyl, 

30 COjR 11 . CONHj. CONHR 11 , and CONR'W 2 : 

wherein each R 7 is independently selected from the group consisting of H, C,-Ce alkyl. 
d-Cr cydoalkyl. C 4 -Cr heterocydoalkyl. C^C W aryl. and 5-10 membered heteroaryl. said alkyl. 
cydoalkyl, heterocydoalkyl. aryl. and heteroaryl moieties of the foregoing groups are optionally 
substituted by 1 to 3 substituents independently selected from the group consisting of H. halo, 

35 C-Cb alkyl. CN. NH,. NHR* N(R 10 )j, OR 10 , C-C, alkyl, C3-C7 cydoalkyl, C.-C, teterocydoalkyt, 
COjR 11 , CONH2. CONHR 11 , and CONR"R 12 ; 
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wherein each R» is independently selected from the group consisting of H, halo, cyano. 
C,-Ce alkyl, CrC 7 cycJoalkyl, C 4 -C 7 heterocydoalkyl. OC,-Ce alkyl. OCrC 7 cydoalkyl, OCrC, 
heterocytoalkyl. NH* NHR 6 . NR®R 7 , SR 8 . SOR 6 . SO,*, COjf. CONH 2 . CONHR 4 , CONRW 
SOjNH,. SOjNHR*. SOjNR^ 7 . NHCOR 9 . NR e CONR 6 , NHCONHR 6 NR 6 CONHR*' 
5 NHCONR*R 7 . NR»CONR«R 7 . NHSCV^. NRfe%*. said alkyl. cydoalky,. and heterocydoalkyi 
moietes of the foregoing groups are optionally substituted by 1 to 3 substituents independently 
selected from the group consisting of H. halo. d-C, alkyl. CN, NHj, NHR 3 . N(R 3 ) 8 . OR 5 . C.-C, 
alkyl. CrCr cydoalkyl. C 4 -C 7 fieterocydoalkyl. COjR*. CONH 2 , CONHR 8 . and C0NR 6 R 7 ; and 

wherein each R» Is independently selected from the group consisting of H. CF 3 . and C r 
10 Ce alkyt. said C,-Ce alkyt is optionally substituted by 1 to 6 halo atoms; 

wherein each R 10 is independently selected from the group consisting of H. C-C, alkyl. 
CrC, cyctoalkyl. C.-Cy heterocydoalkyl. CC^R 11 . CONH 2 . CONHR". CONR"R 12 SOR 11 
SO* 11 . SO2NH& SO2NHR 11 , SO.NR 1 * 1 *; said alkyl. cydoaDcyt. heten.cydoaky, of the 

fotegolng groups are optionally substituted by 1 to 3 substituents independently selected from the 
15 group consisting of H. halo. C-Ce alkyl. CN. NH, NHR". NfR 13 ), OR 13 , C,-C. alkyl. CrC, 
cydoalkyl, C4-C7 heterocydoaikyl. CC^R 14 . CONN, CONHR 14 . and CONR 14 R 15 ; 

wherein each R" is independently selected from the group consisting of H. C,-C 6 alkyl. 
CrC, cydoalkyl. C 4 -C 7 heterocydoalkyl. Ce-C, 0 aryl. CrC 10 membered heteroaryt; said alkyl. 
cydoalkyl. heterocydoalkyl. aryl, and heteroaryl moieties of the foregoing groups are optionally 
substituted by 1 to 3 substituents independent* selected from the group consisting of H halo 
Cr* alkyl. CN. NH, NHR' 3 . N<R 13 ), OR 13 , dkyt. CrC? cydoalkyl. C^C, toteoc*^. 
COaR 14 . CONHj. CONHR 14 . and CONR l4 R ,a ; 

wherein each R» is independently selected from the group consisting of H. C r C. alkyl 
CrC, cydoalkyl. C 4 -C 7 heterocydoalkyl. (VC, 0 aryl. Cv C f0 membered heteroaryl; said alkyl 
25 cycioalkyt. heterocycJoalkyt. ary. and heteroaryl mceties of the foregoing groups are optionally 
substituted by 1 to 3 substituents independently selected from the group consisting of H halo 
C-Ce alkyt. CN. NH, NHR 13 . W^, 0 R» C.-C, alky.. CrC 7 cydoatkyt. C 4 -C, heterocydcalky..' 
COjR 14 . CONH, CONHR 14 . and CONR t4 R»; 

wherein each R 13 is independently selected from the group consisting of H. d-C. alkyl. 
30 CrCj cydoalkyl. C 4 -C 7 heterocydoalkyl. CQ* 14 . CONH, CONHR 14 . CONR ,4 R 15 SOR 14 
SO 2 R M .S0 2 NH 2 .SO 2 NHR 14 .S0 2 NR 14 R ,s ; ' * 

wherein each R 14 is Independently selected from the group consisting of H. C,-Ce alkyl 
CVC, cydoalkyl. C^ 7 heterocydoalkyl. (VC W aryl. CyC w membered hetemaryl; said alky" 
cydoalkyl. heterocydoalkyl. aryl. and heteroaryl moieties of the foregoing groups are optionally' 
substituted by 1 to 3 substituents independently selected from the group consisting of H, halo 
CrC, alkyl. CN. NH,. NH CAalkyt. NfC-C^Ucyl), OC,-C, alkyl; and 

wherein each R 1S is independently selected from the group consisting of H. C-C, alkyl. 
CrC, cydoalkyl. C 4 -C 7 heterocyctoatkyt. CrC aryl. CrC 10 membered heteroaryl; said alkyl. 



20 



35 
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cydoalkyl, heterocyctoaikyl, aryl, and heteroaryt moieties of the foregoing groups are optionally 
substituted by 1 to 3 substituents independently selected from the group consisting of H, halo. 
C,-(^ alkyl. CN, NH& NH C,-C e alkyl. N(C,^ky»)j. 0-C,-Ce alkyl. 

2. A compound according to claim 1 , wherein E and G are C; 

5 wherein X. W and Q are independently selected from the group consisting of N NR 3 

CtfandCR^and 

wherein Y and Z are independently present or absent, if present Y and Z are selected 
from the group consisting of N, NR 3 , CR 2 and CtfR*. 

3. A compound according to any of the preceding claims, wherein R 2 is selected 
10 from the group consisting oft 




from the group consisting of: 
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6. A compound according to any of the preceding claims, wherein R 2 is selected 
from the group consisting of: 
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10 



6. The compound according to any of the preceding claims, wherein wherein A is 
NH and wherein Bis absent 

7. The compound according to any of the preceding claims wherein each R 2 is 
independently selected from the group consisting of H, C,-Ca aft* C-C, cyctoalkyl, c,.C, 
heterocvdoalkyl. OCrC, alky). OCVC, cyctoalkyl. OC.-C, heterocytoaftyl. NH* NHR 9 , NR^R 7 
with the proviso that O, N or S atom of the foregoing subsMtuents may not be bound to a carbon 
atom bound to another heteroatom, said alkyl. cyctoalkyl. heterocyctoalkyl moieties of the 
fwegc^ groups areoptionallysubslituted by 1 to 3 substituents independently selected from the 
group consisting of H, halo. C,-C. alkyl. CN. NH,. NHR» Nc*"),. OR 10 , C-C, alkyl. CrC 7 
cycloalkyl. C«-C 7 heterocycloalkyl. C0 2 R". CONH,. CONHR". and CONR 1 W 2 ; and 
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wherein each R» is independently selected from the group consisting of H, C,-Ce alkyt. 
CrC 7 cyctoalkyJ. C4-C7 heterocydoaikyt. COjR 6 , CONH* CONHR 8 , CONRV or R* and R» 
taken together with the carbon atom they are (inked to can form a 3-7 membered cyctoalkyt ring 
or 4-7 membered heterocyctoaikyt ring, wherein each methylene group present in said 3-7 
5 membered cyctoalkyt ring and said 4-7 membered heterocydoaikyt ring may be optionally 
replaced by a C=0 group, said alkyt. cyctoalkyl. heterocydoaikyt moieties of the foregoing groups 
are optionally substituted by 1 to 3 substituents independently selected from the group consisting 
of H. halo. C-C, alkyl. CN. NH* NHR«. U(R\, 0 R w . C-C, alkyt. CrC 7 cyctoalkyt. Cr<h 
heterocydoaikyt. COjR 11 . CONH* CONHR 11 . and CONtf'R 12 . 
10 8 - 11,8 "•"Pound according to any of the preceding claims, wherein R 4 is 

selected from the group consisting of H. C-C, alkyt. and (VC W aryl, wherein the alkyt. and aryl 
moieties of the foregoing groups are opttonaiy substituted by 1 to 3 subsitutents independently 
selected from the group consisting of H. halo. OH. NO* C-C, alkyl. CfRVCRV, CeCR 9 . CrC 7 
cydoalkyl. C^C, neterocydoalkyl. OC,-Ce alkyl. OCrC 7 cyctoalkyt, OC 4 -C 7 heterx>cyfc*lkyl. C=N- 
OH. C=N-0(C,^C alkyl), NHj, NHR 6 , MR 8 *'. SR 8 . SOR 6 . SO^. CO,*. CONH t . CONHR* 
CONR»R 7 . SO^H* SO^HR 8 . SO^RV. NHCOR 8 , NtfCONR 8 . NHCONHR 8 . NR 6 CONHR 8 
NHCONR'R 7 . NROcONRV, NHSO* 8 . NR-SO^. with the proviso that O. N or S atom of the 
foregoing substituents may not be bound to a carbon atom bound to another heteroatom. 

9. The compound according to any of the preceding claims, wherein R s is 
selected from the group consisting of H. Br. a. CN. CF* CH2F. CHF 2 . SOjCH* and CONH,. 

10. A compound according to claim 1 selected from the group consisting of; 
S-Bromo4< 2 -[3Kl,2.3.6-tefrahydr^ 

diamine; 

5-Bromo-N 4 -pyridirv2-y»-N2-rXl .2.3.6-tetrahydro-pyridrn-4-yiH H-indol-5-yt]- 
25 pyrimidine-2.4-diamine; 

5-Bromo-r^^ynVrn-2-ylmethyt-N a -{3-(1 2 .3.6-tetrahydroi>yridin^.yl).1H.indol-5-yll- 
pyrimidine-2,4-<liamine; 

tf-Benzyi-5-bromo.N 2 -f><i A3.6-tetrahydre-pyrtoto^>.lH-indol-5-ylhpyrimidine- 
2.4-diamine; 

30 5-Bromc-N4-<1 R-phenyl-ethyt)^2-{3-( 1 .2.3.6-tetrahydro^yrtoiiv4-yl)-1rVindc4.5.^ 

pyrimidine-2.4-diBmine; 

^Brem©^^^^*^ 
pyrimidine-2.4-diamine: 

5-Bromo^1S^y1^yi)^3-0^ 
35 pyrimidine-2.4-diamrhe; 

4^Bromo-2-{3^1.2,3,6-tetrahydr^^^ 
ylamino}-methyl)-benzenesulfonamide 
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5-Bromo-N J -p-<1,2.3,6-tetrahydro^ 
berutyl)-pyrimidine-2,4-diamJne; 

pyrimidine-2.4-diamine; 

5 S-Bfomo-^fluoro^enzylV^I A3.64etrahydroi>yridin^yl).1HHndol-5-y(I. 

pyrimidtne-2.4-diamine; 

5-Bromo-N 4 -<3-fluorobenzyl>-Np-{3-{1 ^.3,6-t8frahy<(riH)yridin^.yt>-1 H4ndol-5^]- 
pyrimidine-2.4-diamine; 

5-Bromo-N^iaphthaJen-1-yta^ 
10 yIl-pyrimidine-2.4-tJiamine; 

^Broroo-NV4-«uoro-3-trffl^^ 
1H-Hido»-5-yq-pyrlmidine-2.4-djamine; 

^B™^3-ftuofo-5-Wffo^ 
1Hnndol-5-yll^yrirnidine-2,4<liamine; 

15 S-Bromo-^-phenox^benzylJ-N^ia-d ^ A<Metrahydro-pyridi^4-yl>.i H-indok5-y(]- 

pyrimidme-2,4-diamine; 

5-BromoV^3.4«lifluor^ 
pyrimidine-2,4-diamin8; 

5-61^0-^3.(1.2,3.6-^^ 
20 benzyl)-pyrimidine-2.4-diamine; 

S-Bromo-^^loro-benzylJ-M 2 -^! 2 .S.S-tetrahydfD^yridin^-y))-! H*ndol-5-y!]- 
pyrimidine-2.4-diamine; 

pyrimidine-2,4-d iamine; 
25 ^ Brom °^-fo^2-ylmethy^^^ 
pyrimldine-2.4-diamine; 

S-Bromo-^-methyt-benryJJ-N^I .2.3.6-tetrahydrcH>yridirv4-y)>.l H-indcrf-S-yt]- 
pyrimidine-2.4-diamine; 

5-Bromc^34nemyM>e^^ 

30 pyrimidine-2.4-diamine; 

5-Bromo^-(4-memyrter>z^ 

pyrimidine-2.4-diamine; 

^Bromo-^(2-fluoro*e^^ 

pyrfmidine-2.4-diamine; 

35 

pyrimldine-2.4-diamine; 
pyrimidine-2.4-diarnine; 



WO 2004/056786 



PCT/IB2003/00605S 



-137- 

5*rom(>V-<2^ethoxy*er^)^^^ 
pyrimidine-2,4-diamine; 

5-Bromo-N^3-melhoxy.ben^^ 
pyrimidine-2,4^Jiamine; 

ytamino}-methy1)-N-methyl-benzamide 

5-BronW -<2K*loro-benzy1>-N 2 -{3-(1 .2.3.64etrahydro-pyridin^y1>-1 H-indo<-S-yt}- 
pyrimidine-2,4-diamine; 

5^^o-N 4 -phenethy1-N 2 -[3-<U,3.6-t^^ 
10 2.4-dlamine; 

5-Broino.|^2-pyrWin-2-tf^^ 
pyrirnidine-2,4-diamine; 

5-Bromo^-<2-pyridin^*thyl^ 
pyrimidine-2/Wtamine; 

15 fr* 0 "^^** 4 *^^ 
pyrimidine-2,4-diamine; 

5-Br«W-t2H3-flu(HOi)henyl^^ • 
5-ylH>yrifflidine-2.4-diamine; 

S-Bromo-tf-p-phenyl^^ 
20 yq-pyrimidine-2,4-diamine; 

5-BromoV-<2-phenyt-<^oprep^ 
y0-pyrimtdine-2.4-diamine; (homo-chiral) 

5-Bromo^-<2-phenyl-cy^ 
y0-pyritnidlne-2,4-diamtn8; (homo-chtral) 
25 S- 8 ""^-^^!^ 
5^IJ-pyrimldine-2,4-diamine; 

5-Bron^ 2 -[3-<1.2.3,e-tetrahydr^ 
ethyl)-pyrimidine-2.4-diamine; 

5-Bromo-N 4 H2-(2-fluoro-phenyl>«thyl]-Np^^ 
f 30 5-ylJ-pyrimidine-2 1 4-diamine; 

S-Bromo-N^p-^hloro^he^ 
5-ylJ-pyrimidine-2.4-diamine; 

5-Bromo-N 4 -[2K2-methoxy^henyl^ 
lndol-5-y1]-pyrimidine-2,4-diafnine; 
35 ^ 2 ^™(1.3]cfoxol-5-y^thyl^^ 
indol-5-yl]-pyrimidine-2.4-dlamine; 

S-Bromo-NMs-phenyl-propyl)^ 2 ^ 
pyrimidine-2,4-diamine; 
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5-(5-Bromo-4^henethylamiiu^ 

5K5-Bromo^2-chlort>*en^am^ 

S-^Benzylarnino^S-brom^py^^ 

5-{S-Bromo-4-(1 -pheny!^ttiytainlno)-pyrimidin-2-ylaminoJ.1 ,3-dihydro-indol-2-one; 

5-Bromo-^2-methanesuffony1-8thyl)-N 2 -{3-(1 .2.3,6-tetrahydro-pyridirv4-yl>-1 H-indol- 
5-yfrpyrimidine-2.4-diamine; 

^-Benzy^ 2 -pK1^.3.6-tetrahyd ro ^yridifv4-yl).1H-indrt 
^-Beruyl-N^ethyt-^^ 
10 2.4-dJamine; 

N^Methy»^2-pyrid^^ 
pyrimidine-2.4-dlamine; 

[4^2 : Pt>enyl^n>holifv4-y»)^yrimidirH2-yl]-{3-<U 1 3.6-te^ 
indol-5-yQ-amine 

15 ^ M ^^2-pyrMir*2-y^^ 
pyrimidine-2.4-djamine; 

5-Bnxr»4^3^^in-4-^^ 
diamine; 

5-Bromo-N 2 -[lHTie«hane8ulfonyWHl,2.3.6-letrahydro-pyrW 
20 {2-pyridin-2-)*«thyl)-pyrimidine-2,4-diamine; 

5-Bfqmo^^i-methan©sulfdnyl-3HU,3,8-tetra^ 
pyridin-2-yl-pyrimidine-2,4-diamine; 

5*Bi™o^ 2 *yridin.2-y^ 
pyrimidine-2,4-diamine; 

25 ^ 2 -^in-2-y^thytemino)-2-[3-(U3.6-tei ra hydro^yrklin^ 
ylamino]-pyrimidin-5-y1}-acfylic add; ethyl ester; 
5-{5-Bromo^-[2-(3-chloro*he^^ 

2-one; 

S-Brom^-p-O^rHofo-pherryD-emyfl-^-PKl ,2,3.6-tetrahydn>?yridin-4-yl)-1 H-indol- 
30 5-yQi>yrimidine-2.4-diamine; 

5-Bromo4^(2K3^loro^^ 

5-yl]-pyrimidine-2,4-dlamine; 

M5-Bromo^-[2.<4.methoxy-ph^^ 
indol-2-one; 

35 5^romo-N 4 -l2-(4-metho X y-phenylHthylJ.N 2 -f^(1 ^3.6-tetrahydro-pyridin^ylMH- 

indol-5-yq-pyrimidine-2.4-diannine; 

5^5-Bromo^[2-(3-™thoxy^^ 
ffKfol-2-one; 
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5-Bromo-N-'-(2-(3^Tiethoxy-pheny1Hth^N 2 -[3-<1 .2.3,6-tetrahydro-pyridirM-y1)-1 H- 
indoJ-5-yQ-pyrimidine-2,4-dianiine; 

5-l5-Bromo^2-o-to!yt-ethylam^ 

S-Bromo-tf-p-O^.S^ti^ydn^^ 
5 pyrimHine-2,4-diamine; 

5-[5^mo^(2-m-to»y1-ethylamirK>)^^ 

5-Bfomc>^l3-(1£.3.6-tetrahtf^ 
pyrimidine-2,4-diamine; 

5^omo-4-(2-p-tdy^ihylaniino)*^^ 
10 ^ m °-N 2 W1^.3.S-tetrahydro^ 
pyrimidine-2,4-diamine; 

[5^mo-2^2K)xo-2,3^ihydro-1 H-»KloJ-5^aminoVpyrimid acid; 
5^S^romo^.(3.trWuoromethyH)henyl><th^ 
dfoydro-indoi-2-one; 

15 5^4^2^iphenyM-y1^thy1amino>5-[)rom(>^yrimkJin-2-y1amino]-1,^ 
one: 

5K5^om<>-4-p-(3-fluoro-ph«tf^^ 

2-one: 

5^«romo^p-(2^ro-phenylHthy(amlno]^yrimidin-2-ylam 

20 2-one; 

5K5-Bromo^-(2.nr»thoxy^eny)HmylamInoJ-pyrimid^ 
indol-2-one; 

5H5-Bromo-4^-<4-fluoros>henyl^^ 

2-one; 

25 ^^ ro ™>^-l2K4-chloro-pnenytH^ 
2-one; 

5K5*c>mo-4-p-<2-flu<>ro-pte^ 

2-one; 

5- [5-Bromo-4-<3-phenyt-ailylamino>^^ 

30 5^5-Bn^o-H(thtophen-2-ylmeth^ .3-dihydro-indo«- 

one; 

^5-Bromo^<thiophen-2-yinramyl)-^ 

one; 

5.[5.Bromo^-(2.3-dinwmyM)enz^ 

35 one; 

6- I5-Bromo^2,3-dimelhy1-benzytaminoH>yrimidin-2-^ 

one; 
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5-[5-Bromo^2.5KJimethyWe^ 

one; 

^S-BromcM-^Wimethy^ 

one; 

5 6^5-Bronw^(2^uoro4>enzy^ ,3-dihydro-<ndQJ-2-onB; 

M^Bronrc>^24rifluorometo^ ,a-dlhy*o- 
indof-2-one; 

5-[5-Brorno^(3-trifIuoromemoxy-ben2ylamlno^ 
indol-2-one; 

10 ^BromcHl-(3-lrffluoromethoxy-ben2ylam ,3-dihydro- 

indol-2-cne; 

5- l5^romo^4-trffiuorometo ,3-dihydro- 
indol-2-one; 

6- I5-Bromo^(4-trifluoromethoxy4)enzyiam 
15 lndol-2-one; 

6-[5^romo^(2-methoxy-benzylam^ 

6^5*romo^3^ethoxy-benzylamlno)^^ 

645^omo^3-trif!uorometh^ 

2-one; 

20 M^Bromo^(thiazol-2^ ,3-dihydro-indo*-2- 

one; 

^5^mo^[(5^ethanesulfony^^ 
1 ,3-dihydro-Jndol-2-one; 

5-[5-Bromo^2,3^ifluori>-k 
25 ^p-Bromo^2,3KJrftuoro-bc^ ,3KiihydrOHndol-2-one; 

5-[5-Bramo^2A4ffiuorc>.benzyla 
6^5^romo^2/Wiftuoro-benryta^^ 
6^5^hloro^^2-trifluoromemy^ber«ylaminoV 

2-cne; 

30 ^toro-N2^ethy|.1HH^ 
diamine; 

5^Woro-N 2 H(lH-indazol-5«y^ 
S<^loro-N 2 .(1^nettiy|.1 HHndof-5-yt^p^ 
6^h!oro^[(pyrkJir^^ 

35 one; 

^Nofo-N2^1Wndazol^y^ 
5^hloro^2^H-indazol^yt>-N^ 
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(^5-Bromo-4-I(pyridiiv2-^^ 
acid; tert-buty! ester, 

(6^5-Brorm>^[(pyridi^^^ 
acid; tert-buty! ester, 

5 M44(Pyridin-2-yfnrtethtf ,3-dihydro- 

indoW-one; 

*fc^ettyMH-indol^^ 
diamine; 

<6^5-Bromo^[(pyridi^^ 
10 tert-butyl ester; 

N^Pyridin^meth^ 
2-(6^5-Bromo^[(pyrk«n^ 
methoxy-«ttiyO-acetamide; 

6^5<^loro^(3^ethy<-pyrklin-2-yfmeth^ .3^ihydru- 
15 indoW-one; 

(^5-Broma-4-[<pyr^ ^ 

(6^5-Bromo^[(pyridirv-2-ylmethy!)-am^ 
acid; tert-butyl ester, 

N2-<1 H-Indazd^yl^N4-pyridin-2-yt™^ 

tert-butyl ester; 

(^BromM-[(pyridfn-2-^^ 

acid; 

(5-{5-Bromo-4-[te^ 

25 ^ B ^^(Pyridrn-2-ytmethyl)-am^^ 
add; 

5^5^Woro^[(3-methy|.pyridffv2-yfme»yl)-am 
indol-2-one; 

5- [5-Chlora^3-methanesulfony»-benzyta^ 
30 indof-2-one; 

6- [5^hlorc>^3-methyW)enzylamino^ 

5- [5-Chloro-4-<2-fluoro^^ 

6- [5-Chloro^2-fluoro^)efi2ylamiiK>)-py^ 

5-[5-Brom<>^2-methoxy^mylamino)-pyrimidln-2-^ 
35 ^t^^^P-m^y^niytam^ 
6^5-Chlon>-4-{(4-mett 
indoJ-2-one; 

5^4-BenzytamifK>-5-<*lo^ 
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5-Bromo-N2-(1 H-lndoW-yt)-W^yrto^^ 
5-BronM>.N2-(1H-indol-5-^^ 
5*omo-N2^imndoM-yl)-N4-(2^^ 
5*roro>-N2-(1H-irKJazDl-5-yl^^ 
5 5-Bromo-N2-(1 Hnnda*ol-6-yl)-N4-<2-pyrkl^ 

5-Bfomo-N2-(1 H-lndoW4-y»)-N4^ldtn-2-ylmethy^ 
5-Bn>mo-N2-(1 H-indazol-5-yl)-N4^^ 
N2-<1H-ln<tol-5-yl)-N4-pyrid^ 
N2^1H-lndazol-6-yl)-N4-pyrW^^ 
1 0 N2-(1 H4ndol-5-y))-N4^2^^ 

N2-(1 H-lndazol-5-yl)-N4^yrkiin^^ 

^-<1H-lfKtezol-5-yl)-N4-£^ 

N2-<1W-!ndazol^ylH^ 

5^6-BromcHt-[(pyridlr>-2-ylmethyl)-aminoh)y^ ,3-dlHydro- 
15 benzoimidazol-2-one; 

545-Bromo-4^2-pyridin-2-yl-efo^ 
benzoimidaroJ-2-one; 

5-{4^(Fyidin-2-yln^yl)-amfo^ 

one; 

20 5K4-(2-Fytdin-2-yl-ethyiamiro^ ,3-dihydro-benzoimidazol-2-one; 

5-Bromo-N2-<1H-indazo^yl^^ 
5-{5-Bromo^[(pyridirv-2-y!metty 

one; 

5H5-Bromo^2-pyridirv2-y!-ethy^ 
25 5-{4-(2-Pyridirv-2-yl-ethyfamino)-pyrimidm ,3-dfhydro-indol-2-one; 

5-Bromo-N2^2-methyi-1H-indo^ 

N2-(2^ethyM H-indo^5-yt)-N^^ 

N2^1H-lndol^yl)-N4-py^^ 

5-Bromo^-<2-methyMmndo^ 
30 5-Bromo-N2-{1 H-intk>J-6-y1)-N4^idirv-2-^ 

5-Bromo-N2-<1H.indol^ylHW-(2-p^^ 

N2-(1 H^nzoimidazo»-5-ylV54>r^ 

N2-{1H-BenzoimidazD^5-yf)-^^ 

3-[5-Brofno^-(2-pyridin-2-yf^thylamino)-pyrim 
35 N2-{1 H-Benzoimidazol-5-yfH>!4^^ 

5-Br(mio-N2^2-methyMH4)enzD^ 
diamine; 

N2-(2-MethyMH-benzoimi 



BWSOOOO: <WO_2004C367WA2J_> 



WO 2004/056786 



PCT/IB2003/00605S 



-143- 



5-Bromo-N2-(2-methyMH.benzoim»dazo^^ 
2.4-diamine; 

5-Bromo-N2-<2.3-dihydro-1 H-indo«-y1H^2-pyridin-2^^ 
diamine; 

5 N2-(2.3-Oihydn>1 H-indot-5-y)^N4^yridir>-2-ydnwthy)-pyrimidine-2.4-diamine; 

5^mo-N2^1^ethyMH-indol^yl)-N4-<2-pyrid^^ 
N2-<1-MemyMmndo^5-ylM*4^^^ 
«romc-re-<2,3^ihydro-1H-ino^^ 
5*romo-N2-<1.niethyMH-^ 
10 ^ F tooro-N4-pyrttin-2-yinra^ 

5-Bn^o-N4-pyridin-2-ylmeth^^ 
5-S™(FN2-(1*indol-7-y1)-N4-(2-p^^ 
5-B«mio-N2-(imndoi-7-yl)-l^yrid^ 
5-Broirx>-N2-{1H-in<tezo1-^ 

one; 

5-Bromo^2K1HWntoW-yl)-l^^ 
5-Bromo-N4-(2-pyrk«n-2-y1-eth^^ 

5- Brom(>-W-pyridin-2-ylmethyW^^ 
20 5^™^N4^2-pyritfn-2-yl-eth*^ 

6- [5-Bromo-4^2-pyridin-2-y1-^^ 

5-Bromc>-N4-pyridin-2-ylmeto^ 

5^mo-N4-<2i>yrtiin-2-y1-e^ 

5-{5-Bromo^(pyridln-2-ylmethyl)-amino]-pyrimid^ 
25 acid; ethyl ester. 

6H5-Bromo-4-<2^rffluoromethy^^ 

2-one; 

5*rornchl^-<1H-imlazol-5-*^ 
^Bromo-N2-(1H-indazol^yl)-N4^ 
30 ^Brono-N2-(1-methyMH-intol-5-^^ 
diamine; 

5-Bromo-N2-<1 H-indazol-7-yl)-N4^yridirv2-ytme^ 

^Bromo-N2-(1H-<ndazoM-y1)^.(2-tn?Iuoro^ 

M5-Brom<>^(pyTidiiv2-y«m^^ 

35 one; 

N2-Benzothiazol-6-y1-S^romo-N4-pyn^^ 
5-{5-Bromo-4-{(pyridiiv2-y1meth^ 
carbontlrte 
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«romo*4i>yridin-2iflme^ 
2,4-diamine; 

N2H1-BenzyMHHridol-5^>54>romo^ 
«romo-N4^yrklln-2^methy^ 
5 diamine; 

N2 ^-BenzyMH-irMJazol-5-y1)^ 

«™°^1-methyMH4ndazol-5.yl).^^ 

^romo-N4^4-methy^cyctohexyl)-^ 
y0-pynmidine-2,4-diamine; 
10 * B ™^ N ^^e*y^yclohex^ 
yt]-pyrimidine-2,4-diamine; 

5-Bromo-N4-cyclohexy)tnethyJ-N2-{3-{1 ^,3.6-tetrahydro-pyridirM-y))-i H-indot-5-y^ 
pyrimidine-2,4-diamine; 

W5^uoro^(pyridin-2-ylmemyl>.^ 
15 4-yl)-1H-indol-5-ylamine 

W5<:hloro^KpynYlin-2^ 
4-yl)-1H-indol-5-ytemine 

5^oro4C^1H-«dazoJ-5-yl>N4-pyridin-2-yimethy^^ 
^54nuoro^(pyridiiv2-yinie^^ 

20 one; 

5^h!oro4TC-(1 H^cta2^5^ 
M5^l<m>^(p y ridln-2.ylmelhyl)-amino]-pyrimidin-2-^ 

one; 

5-Fluoro^.(2^yrk»irv2-y^y|)^.(3-(1.2.3.6-tet ra hydix^ 
25 pyrimidine-2,4-diamine; 

5-Chloro^K2-pyridin-2-y1^thyi)-N2-{^1 ^.(Hetrahydrivpyrtt^ylH H-indol-5-yt]- 
pyrimidine-2,4-diamine; 

5-Fluon^HIH.indazo^S-yl)^^ 

5^5-Ruoro^2-pyridiiv2^thylaminoH)yrimidiiv2^^ 
30 ^ h,0 ^^ 1 ^<^5-ylH44-(2^^^ 
M^l°^2i>yridi*2-yf^ 

5^4-[(FVridirv2-ylmetty^ .3-dihydro- 
indol-2-one; 

^^thoxy4K(pyrklin.2^eW 

35 one; 

5-[5-MethoxH^2-pyn*in-2-y^ 

one; 
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5-l5-MethoxHK2.lrifluoromethy»^en2ytaminoV 

2-one; 

M5^™>^[(cydohex-1^yfm 

2-one; 

5 ^ Br <™o^(methyf-pyrMin^^ 
indol-2-one; 

5-(5*ofTwM^4^thyM^hexyfamlao>pyrim 

one; 

5^5-Bromo^^4-methyf-cy(^hexyfam ,3-dihydro-todol-2- 

10 one; , 

5-[5^romo^(cydohexy!meto^^ 

5H[5^htoro^-(2-trifluorDmethyH>en2y)am ,3-dihydro*indoJ- 

2-one; 

Z^xo^it^^ 
15 carbonitrile 

5^5-MethyW-Kpyrkflr^ 

one; 

N2-(1 H-lnda^-5-yt^emy|.N4.pyridin-2-^ 

5-Flucro-N4^din-2*y1methyl-N2-{3K1 ^,3,64etrahydro-pyndirv4-yfV1 H-indol-5-yq- 
20 pyrimidine-2,4-diamine; 

5^toro-N4^yridiiv2-y^^ 
pyrimid]ne-2,4-diamine; 

2-{2-Oxo-2,3HiihydnMH 
pyrimidine-Scarbonttrile 

25 ^lMethyt-(2i>yrid^^ ,3^ihydro4ndol-2-one; 

5-BronK>4Y4^o^ 
yQ-pyrimid!ne-2,4-<itemlne; 

N2^1 H-lndazol-^y0-N4^>^^ 

^[5-TrifUioromemyW^ t 3- 
30 dihydro.indol-2-one; 

^2#>yridin-2^memyl)^ 
indol-2-one; 

5^5^omo-4-(piperkiin^yiamin^ ,3-dtoydro-indo«-one; 
5-[4-<1-Acetyl-piperidiiv4-ytamino)-5-bromo-py^ 

35 one; 

2-<2-Oxo*2,3^ihydro*1H^nd^^^ 
carbonitrile 
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5^44(3-Methyl-pyridin-2-^ 
dihydro-indol-2-one; 

6^4-[(3-Methy<-pyi1dln-2-ylm^ 
dihydro-indol-2-one; 
5 4-[5-Bromo-2-(2-oxo-2 l 3-<«hydro-1 H-indol-5-ytamino>-pyrimM^ 

1-carboxyftc acid; tert-buty! ester; 

5-{5-Bromo-4-<1 ^ethanesutfonyii>iperidirv4-tf^ ,3- 
diiydfo-indol-2-one; 

&{5-Bfomo^(piperidirv3-yfamino)^y^ 
10 4^5-Bromo-2-(2-oxo-2 f 3-dihydro-1 H-irKlol-5-yiamirK))^yrimtf^ 

1-carboxyfic acid; ethyf amide 

3^Bromo-2-(2-oxo-2>dlhydrcMHHnd^ 
1-cart>oxyttc acid; ethyiamide 

5- [4^1-Benzoyi-piperkiin^y^ . 

15 2-one; 

6- (4^3-Methanesuffonyl-benz^ ,3-dihydro- 
lndof-2-one; 

6-[4^Methanesulfonyf^enzylamto^ 
dihydro-lndol-2-one; 
20 6-[4^3-MethanesulfonyH>en^ 

5-[4^1 -Benzenesulfbnyl^iperti ,3- 
dihyttro-indol-2-one; 

5-[4-(3-Methanesutfonyrtenzyt^ 
dihydro-tndol-2-one; 

25 6^5^loro^[(piperklirK3-ytmem^ ,3-dihydro-ir\dol-2- 

one; 

6K5^loro^[(1-methanesulfon^ 
1 ,3-dihydro>indol-2-one; 

6^5-Bromo^[(ptperk«n^ 

30 one; 

6^5-Bromo^[(1-methanesulfony 
1 t 3-dfhydr<H'ndol-2-one; 

M^FIuoro^-<3-methanesutfonyW>enz^^ 
indo*-2-one; 

35 5^5-Bromo^[(1 4iydroxy^ohexylmeth^ ,3-dihydro- 

indol-2-ane; 

and pharmaceutically acceptable salt, prodrug, hydrate or solvate of the 
aforementioned compounds. 
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11. A method for the treatment of abnormal cefl growth in a mammal comprising 
administering to said mammal an amount of a compound of claim 1 that is effective in treating 
abnormal cell growth. 

12. A method according to claim 1 1 wherein said abnormal cell growth Is cancer. 

5 13 > A method acconfing to claim 12 wherein said cancer is selected from lung 

cancer, bone cancer, pancreatic cancer, skin cancer, cancer of the head or neck, cutaneous or 
intraocular melanoma, uterine cancer, ovarian cancer, rectal cancer, cancer of the anal region, 
stomach cancer, colon cancer, breast cancer, uterine cancer, carcinoma of the fallopian tubes, 
carcinoma, of the endometrium, carcinoma of the cervix, carcinoma of the vagina, carcinoma of 

10 the vulva, Hodgkin's Disease, cancer of the esophagus, cancer of the smaB Intestine, cancer of 
the endocrine system, cancer of the thyroid gland, cancer of the parathyroid gland, cancer of me 
adrenal gland, sarcoma of soft tissue, cancer of the urethra, cancer of me penis, prostate 
cancer, chronic or acute leukemia, lymphocytic lymphomas, cancer of the bladder, cancer of the 
kidney or ureter, renal cell carcinoma, carcinoma of the renal pelvis, neoplasms of the central 

15 nervous system (CNS), primary CNS lymphoma, spinal axis tumors, brain stem glioma, pituitary 
adenoma, or a combination of one or more of the foregoing cancers. 

14. A pharmaceutical composition for the treatment of abnormal cell growth in a 
mammal comprising an amount of a compound of claim 1 that is effective in treating abnormal 
ceH growth, and a pharmaceutical^ acceptable carrier. 
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This international Search Report has not been established in respect of certain claims under Article 17(2) (a) tor the foflowing reasons: 

1. W] OaJmsNo&j 

because they relate to subject matter not required to be searched by Ws Authority, namely: 

Although claims 11-13 are directed to a method of treatment of the 
human/animal body, the search has been carried out and based on the alleged 
effects of the compound/composition. 

2. PH Claims Nos.: 

because they relate to parts of the International Application that do not comply with the prescribed requirements to such 
an extent that no meaningful International Search can be carried out. specifically: 

see FURTHER INFORMATION sheet PCT/ISA/210 



3. n Claims Nos.: 

because they are dependent claims and are not drafted In accordance with the second and third sentences of Rule &4<a). 



Box I Observations where unity of invention is lacking (Continuation of Item 2 of first sheet) 



This International Searching Authority tound multiple inventions in this international application, as follows: 



1. [ | As aQ required additional search fees were timely paid by the applicant, this International Search Report covers aO 
1 — 1 searchable claims. 

2. [ ~] As ail searchable claims could be searched without effort justifying an additional fee. this Authority did not invite payment 

of any additional lee. 



3. I I As only some of the required additional search fees were timery paid by the appOcant. this international Search Report ' 
1 — * covers only tics© claims for which fees were paid, specrficaJiy claims Nos.: 



4. I ] No required additional search fees were timely paid by the applicant Consequsntty. this Internationa) Search Report is 

restricted to the invention first mentioned m the claims; It is covered by claims Nos.: 



Remark on Protest j [ The addtional search fees were accompanied by the applicant's protest 

[ J No protest accompanied the payment ol additional search tees. 
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Continuation of Box 1.1 

Although claims 11-13 are directed to a method of treatment of the 
human/animal body, the search has been carried out and based on the 
alleged effects of the compound/composition. 



Continuation of Box 1.2 

Present claims 1-9,11-14 relate to a disproportionately large number of 
possible compounds. Support within the meaning of article 6 PCT and 
disclosure within the meaning of article 5 PCT are to be found, however, 
for only a small proportion of the componds claimed. In fact, they 
encompass so many options, alternatives, variables and possible 
permutations (not mentioning unnecessary redundancies and unexplained 
provisos) that they appear unclear (and/or too broadly worded) to the 
extent that a meaningful search of the claims 1s Impossible. 

Consequently, the search has been carried out for those parts of the 
application which do appear to be clear (and/or concise), particularly 
as recited 1n the examples and closely related homologous compounds, 
that 1s compounds of formula 1 wherein A 1s NH (cf. claim 7 renumbered - 
note that the original numbering 1s erroneous and this claim was as a 
second claim 6), B 1s a bond or alkylenyl, Rl 1s a condensed phenyl 
linked to the NH group through a carbon atom of the phenyl moiety (cf. 
claims 3-6 - note the mlstyplngs in these claims wherein R2 should 
logically read Rl) and R4 Is a ring (out of about 260 examples largely 
exampHfylng a ring, only example 73 represents R4 as H). 

The claims also relate to compounds defined by refererence to desirable 
characteristics or properties, namely prordugs and/or pharmaceutical^ 
acceptable salts. The claims cover all conpounds having such properties 
or characteristics, whereas the application provides support within the 
meaning of article 6 PCT and/or disclosure within the meaning of article 
5 PCT for only a very limited number of cases. The claims so lack 
support , and the application so lacks disclosure, that a meaningful 
search over the whole claimed scope 1s impossible. It is noted that here 
1s an attempt made to define the compounds by reference to a result to 
be achieved which render the scope unclear and exclude the possibility 
of a meaningful search. Coeespondlngly, the search Is made as far as 
prodrugs and pharmaceutical ly acceptable salts fall 1n formula 1 (as 
above limited). 

The applicant's attention 1s drawn to the fact that claims relating to 
inventions in respect of which no international search report has been 
established need not be the subject of an International preliminary 
examination (Rule 66.1(e) PCT). The applicant 1s advised that the EPO 
policy when acting as an International Preliminary Examining Authority is 
normally not to carry out a preliminary examination on matter which has 
not been searched. This 1s the case Irrespective of whether or not the 
claims are amended following receipt of the search report or during any 
Chapter II procedure. If the application proceeds into the regional phase 
before the EPO, the applicant Is reminded that a search may be carried 
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out during examination before the EPO (see EPO Guideline C-VI, 8.5), 
should the problems which led to the Article 17(2) declaration be 
overcome. 
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